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ABSTRACT

Background

Cognitive behavioural therapy (CBT) is a psychosocial treatment that aims to help individuals re-evaluate their appraisals of their
experiences that can affect their level of distress and problematic behaviour. CBT is now recommended by the National Institute for Health
and Care Excellence (NICE) as an add-on treatment for people with a diagnosis of schizophrenia. Other psychosocial therapies that are
often less expensive are also available as an add-on treatment for people with schizophrenia. This review is also part of a family of Cochrane
Reviews on CBT for people with schizophrenia.

Objectives

To assess the effects of CBT compared with other psychosocial therapies as add-on treatments for people with schizophrenia.

Search methods

We searched the Cochrane Schizophrenia Group's Study Based Register of Trials (latest 6 March, 2017). This register is compiled by
systematic searches of major resources (including AMED, BIOSIS CINAHL, Embase, MEDLINE, PsycINFO, PubMed, and registries of clinical
trials) and their monthly updates, handsearches, grey literature, and conference proceedings, with no language, date, document type, or
publication status limitations for inclusion of records into the register.

Selection criteria

We selected randomised controlled trials (RCTs) involving people with schizophrenia who were randomly allocated to receive, in addition
to their standard care, either CBT or any other psychosocial therapy. Outcomes of interest included relapse, global state, mental state,
adverse events, social functioning, quality of life and satisfaction with treatment. We included trials meeting our inclusion criteria and
reporting useable data.
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Data collection and analysis

We reliably screened references and selected trials. Review authors, working independently, assessed trials for methodological quality
and extracted data from included studies. We analysed dichotomous data on an intention-to-treat basis and continuous data with 60%
completion rate. Where possible, for binary data we calculated risk ratio (RR), for continuous data we calculated mean difference (MD),
all with 95% confidence intervals (Cls). We used a fixed-effect model for analyses unless there was unexplained high heterogeneity. We
assessed risk of bias for the included studies and used the GRADE approach to produce a 'Summary of findings' table for our main outcomes
of interest.

Main results

The review now includes 36 trials with 3542 participants, comparing CBT with a range of other psychosocial therapies that we classified as
either active (A) (n = 14) or non active (NA) (n = 14). Trials were often small and at high or unclear risk of bias. When CBT was compared with
other psychosocial therapies, no difference in long-term relapse was observed (RR 1.05, 95% Cl 0.85 to 1.29; participants = 375; studies =
5, low-quality evidence). Clinically important change in global state data were not available but data for rehospitalisation were reported.
Results showed no clear difference in long term rehospitalisation (RR 0.96, 95% CI 0.82 to 1.14; participants = 943; studies = 8, low-quality
evidence) nor in long term mental state (RR 0.82, 95% Cl 0.67 to 1.01; participants = 249; studies = 4, low-quality evidence). No long-term
differences were observed for death (RR 1.57, 95% Cl 0.62 to 3.98; participants = 627; studies = 6, low-quality evidence). Only average
endpoint scale scores were available for social functioning and quality of life. Social functioning scores were similar between groups (long
term Social Functioning Scale (SFS): MD 8.80, 95% Cl -4.07 to 21.67; participants = 65; studies = 1, very low-quality evidence), and quality of
life scores were also similar (medium term Modular System for Quality of Life (MSQOL): MD -4.50, 95% CI -15.66 to 6.66; participants = 64;
studies = 1, very low-quality evidence). There was a modest but clear difference favouring CBT for satisfaction with treatment - measured
as leaving the study early (RR 0.86, 95% Cl 0.75 to 0.99; participants = 2392; studies = 26, low quality evidence).

Authors' conclusions

Evidence based on data from randomised controlled trials indicates there is no clear and convincing advantage for cognitive behavioural
therapy over other - and sometimes much less sophisticated and expensive - psychosocial therapies for people with schizophrenia. It
should be noted that although much research has been carried out in this area, the quality of evidence available is mainly low or of very
low quality. Good quality research is needed before firm conclusions can be made.

PLAIN LANGUAGE SUMMARY

Is Cognitive behavioural therapy as effective as other psychosocial treatments for people with schizophrenia
Background

People with serious mental illnesses such as schizophrenia can experience severe disturbances in their thought processes, which may
lead to delusions (beliefs that are not based on reality) and hallucinations (seeing and hearing things that are not really there). The
standard care for people with schizophrenia is antipsychotic medication, but these medications are not always successful on their own
and additional treatments such as psychosocial therapies (including cognitive behavioural therapy (CBT)) are recommended for people
with schizophrenia. CBT aims to help people re-evaluate their views of their symptoms. This process is thought to help reduce distress
and change behaviours. It is often used to help people with illnesses such as anxiety and depression. However, CBT is expensive and the
evidence for its effectiveness is not clear, particularly for people with schizophrenia.

Searches

The Information Specialist of Cochrane Schizophrenia searched their specialised register for trials that allocated people with schizophrenia
to receive either CBT or another type of psychosocial treatment, up to March 2017. These searches found 4117 records. The review authors
inspected and screened these records.

Main results

Thirty-six randomised controlled trials, randomising in total 3542 people with schizophrenia could be included. The quality of evidence
from these trials is very low to low. For important outcomes such as relapse, rehospitalisation, mental state, death, social functioning,
quality of life no real differences were found between CBT compared with other psychosocial treatments. The number of participants
leaving the study early was used as an indirect measure for satisfaction with treatment. Slightly more people allocated to other
psychosocial treatments groups left early compared to CBT groups. Results were not robust enough to make firm conclusions.

Conclusions

No firm conclusions can be made regarding the effectiveness of CBT compared to other psychosocial treatments for people with
schizophrenia until results from further good-quality trials are available.
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SUMMARY OF FINDINGS

Summary of findings for the main comparison. CBT compared to ALL OTHER PSYCHOLOGICAL THERAPIES for schizophrenia

CBT compared to OTHER PSYCOSOCIAL THERAPIES for people with schizophrenia

Patient or population: people with schizophrenia

Setting: inpatients and outpatients
Intervention: CBT+ standard care

Comparison: Other psychological therapies + standard care

Outcomes Anticipated absolute effects™ (95% CI) Relative effect  N¢ of partici- Quality of the Comments
(95% Cl) pants evidence
Risk with ALL OTHER Risk with CBT (studies) (GRADE)
PSYCHOLOGICAL THER-
APIES
Global state: relapse Study population RR 1.05 375 P00
follow-up: range 8 weeks to 12 months (0.85t0 1.29) (5 RCTs) LOwW 1,2
463 per 1,000 486 per 1,000
(393 to 597)
Global state: rehospitalisation* Study population RR 0.96 943 BDOO Data for pre-de-
follow-up: range 70 days to 5 years (0.82t0 1.14) (8 RCTs) LOW 1,2 fined outcome
375 per 1,000 360 per 1,000 "clinically im-
(307 to 427) portant change'
not reported.
Mental state: General - clinically impor- Study population RR0.82 249 BDOO
tant change (no improvement) (0.67 t0 1.01) (4 RCTs) LOW 1,2
follow-up: range 12 months to 5 years 636 per 1,000 522 per 1,000
(426 to 643)
Adverse effect/event: death - any cause Study population RR 1.57 627 @®B00
follow-up: range 70 days to 24 months (0.62 to 3.98) (6 RCTs) LOW 3.4
16 per 1,000 25 per 1,000
(10 to 64)
Functioning - average scores (Social Func- ~ The mean functioning - MD 8.80 higher - 65 @000 Data for pre-de-
tioning Scale, high = good) average scores (Social (4.07 lower to 21.67 (1RCT) VERY LOW 2,56  fined outcome

follow-up: mean 12 months *

Functioning Scale, high
=good, long term) was
128.5

higher)

‘clinically im-
portant change'
not reported.
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Quality of life: average scores (MSQOL, The mean quality of MD 4.50 lower - 64 @000 Data for pre-de-

high = good, medium term) life: average scores (15.66 lower to 6.66 (LRCT) VERY LOW 2,6,7  fined outcome

follow-up: mean 6 months * (MSQOL, high = good, higher) ‘clinically im-
medium-term) was 60.9 portant change'

not reported.

Satisfaction with treatment - leaving the Study population RR 0.86 2392 BDOO
study early for any reason (0.75 t0 0.99) (26 RCTs) LOow 1,9
247 per 1,000 217 per 1,000
(192 to 256)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% Cl).

Cl: Confidence interval; MD: mean difference; RR: Risk ratio

GRADE Working Group grades of evidence

High quality: We are very confident that the true effect lies close to that of the estimate of the effect

Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is sub-
stantially different

Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect

Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect

1 Downgraded by one level due to risk of bias: some studies had unclear or high risk of bias with blinding of participants and outcome assessments, as well as attrition issues.
2 Downgraded by one level due to imprecision: small sample size and wide confidence interval.

3 Downgraded by one level due to risk of bias: majority of the included studies had unclear risk of blinding of participants and outcome assessments.

4 Downgraded by one level due to imprecision: small event rate and wide confidence interval around effect estimate.

5 Downgraded by one level due to risk of bias: high risk of detection bias due to unblinded assessment.

6 Downgraded by one level due to indirectness: scores from scale were employed as a surrogate index of the intended outcome.

7 Downgraded by one level due to risk of bias: high risk of allocation concealment bias, and unclear risk around blinding.

8 Downgraded by one level due to imprecision: small sample size and wide confidence interval which included appreciable benefit and no effect.

9 Downgraded one level due to indirectness: leaving the study early used to predict satisfaction with treatment
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BACKGROUND

Description of the condition

Schizophrenia is a serious mental illness. It appears in all
countries and societies with a rate of approximately 0.5%.
Variations occur with men being more affected along with ethnic
minorities. Onset is usually in young adulthood. The course
is worse if there is an early or insidious onset, if negative
symptoms are dominant, or if there is a history of substance
abuse (Castle and Morgan 2008). Some of those affected have
difficulties with their thoughts, making illogical associations and
developing false and sometimes bizarre false explanations (i.e.
delusions) for their experiences or symptoms. Problems with false
perceptions may occur, for example, hearing voices or seeing
visions (hallucinations). Difficulties with concentration, attention
and motivation may also lead to poor social and occupational
functioning. The range of emotional expression, capacity to think
and act may be reduced, together with an inability to experience
pleasure. It is customary to view the symptoms of schizophrenia
as falling into two broad categories: (i) 'positive' symptoms, which
are unusual by their presence (for example, hearing voices); and
(ii) 'negative' symptoms, which are unusual by their absence (for
example, restricted range and intensity of emotional expression).

Description of the intervention

Medication is the mainstay of treatment for schizophrenia but 5%
to 25% of people continue to experience symptoms in spite of
medication (Christison 1991; Davis 1977; Meltzer 1992) and may
experience side effects that are unwanted and unpleasant.

Talking therapies are often used in addition to medication. In
cognitive behaviour therapy (CBT), links are made between the
person's feelings and patterns of thinking which underpin their
distress. The participant is encouraged to take an active part by
using the following techniques.

1. People are encouraged to establish links between their
thoughts, feelings or actions and their current or past
symptoms, and/or functioning. It should promote re-evaluation
of people's perceptions, beliefs or reasoning related to the
target symptoms and include at least one of the following:
people monitoring their own thoughts, feelings or behaviours
with respect to their symptoms or recurrence of symptoms
promoting alternative ways of coping with the target symptom
reducing distress improving functioning.

2. Examining and disputing the evidence for and against
the problematic and/or distressing beliefs and reasons for
maintaining problematic behaviours.

3. Using reasoning abilities and personal experience to
develop rational, useful and personally acceptable alternative
explanations and interpretations (Alford 1994); and to test
these alternative explanations and abandon associated safety
behaviours in real-world situations. Tarrier 1993 has also
stressed the beneficial effects of enhancing coping strategies
and general problem-solving skills.

We note that the above description of CBT is consistent with that
within the National Institute for Health and Care Excellence (NICE)
guidance for CBT-P (NICE 2014). NICE guidance proposes that CBT
should be delivered on a one-to-one basis over at least 16 planned
sessions and follow a treatment manual.

During the evolution of CBT for schizophrenia, a variety
of interventions have been labelled as CBT. We note that
not all of these interventions specifically target beliefs (e.g.
psychoeducation, relapse prevention, symptom-focused coping
strategies, etc), and it is difficult to provide a single, unambiguous
definition of the interventions which can be included under
the rubric of CBT. Many of the trials of CBT for psychosis
have incorporated additional active therapeutic elements (e.g.
psychoeducation and relapse prevention, etc) that would be
considered adjunctive to techniques which are specifically targeted
at eliciting beliefs and behavioural changes (e.g. guided discovery
or behavioural experiments). In recognition, the review authors
have constructed criteria that are felt to be workable and to capture
the elements of good practice in CBT. These criteria are described
below.

How the intervention might work

Cognitive behavioural therapy (CBT) aims to reduce distressing
emotional experiences or problematic behaviour by changing
the way in which the individual appraises, interprets and
evaluates their experiences. CBT encourages the person to identify
and challenge unhelpful and distressing interpretations of their
experiences. Many CBT programmes (e.g. A - Garety 2008),
are based upon a stress-vulnerability model of symptom onset
and relapse. The empirical evidence for the stress-vulnerability
model has been questioned (McKenna 2007). Alternatively, in a
theoretical review of the potential change processes that CBT for
psychosis might possess, Birchwood 2006 distinguishes between
"quasi-neuroleptic" effects of CBT upon psychotic symptoms (e.g.
hallucination) and the emotional and behavioural consequences
of such experiences or their treatment. Accordingly, Birchwood
2006 distinguishes between psychotic symptomatology and the
emotional distress or problem behaviours that may result from
such symptomatology. Birchwood 2006 asserts that, similar to
the focus of CBT in affective disorders, the appropriate goal of
the CBT intervention is to reduce emotional distress and problem
behaviours. Specifically, Birchwood 2006 suggests that CBT might
focus upon the following.

1. Reduction of distress and/or problem behaviour associated with
beliefs about psychotic symptomatology.

2. The emotional and interpersonal difficulty in individuals at high
risk of developing psychosis.

3. Relapse prodromes to prevent relapse in psychosis.

4. Comorbid depression and social anxiety, including the patient’s
appraisal of the diagnosis and its stigmatising consequences.

5. General stress reactivity, thereby increasing resilience to life
stress and preventing psychotic relapse.

6. Increasing self-esteem and social confidence in people with
psychosis.

Nevertheless, many of the current trials of CBT for psychosis have
defined their outcomes in terms of psychotic symptomatology (e.g.
hallucinatory and delusional experiences,) rather than in terms of
distress, problem behaviour or stigma and self-esteem. In clinical
practice, interventions are often broad and multifaceted, but when
applied to clinical trials such approaches may not specifically
address the psychological mechanisms purported by CBT theory to
underpin the individuals distress and problem behaviour.
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Similarly, more recent developments in psychological therapies
have incorporated some of the principles of CBT. However these
therapies,such as Acceptance and Committment Therapy and
Compassion Focused Therapy do not explicitly target beliefs
regarding psychotic experiences and their implications. Rather,
the focus is on accepting mental experience and developing
compassion with greater focus on modifying affect rather than
cognition. These therapies, which are often referred to as "third
wave therapies", address mental events and distress more broadly
and focus on beliefs about mental life in general (rather than
specific beliefs related to symptoms).

Why it is important to do this review

Despite national treatment guidelines recommending CBT as an
adjunct therapy for serious mental illness (NICE 2014), CBT is still
not as widely available for people with schizophrenia as it is for
people with other disorders (for example, depression and panic
disorder).

The first case report of CBT for delusional beliefs in 1952, reported
by Beck 2005, did not lead to widespread development of CBT
for schizophrenia or its symptoms. Psychological interventions
have become more widely accepted over the past two decades
and are now seen as part of a comprehensive set of routine
interventions in the treatment and management of schizophrenia
(NICE 2014). However, the availability of CBT and other evidence-
based therapies on the NHS is extremely limited. The 2012 National
Audit reveals that 34% had not been offered psychological therapy
with 20% waiting over a year (Royal College of Psychiatrists 2012).
The delivery of CBT to people with schizophrenia also depends
upon having a commitment from health service managers to
support and facilitate training and supervision (Turkington 2004).

Since the publication of the original Cochrane Review of Cognitive
behavioural therapy for schizophrenia (Jones 2004), there has been
a substantial increase in the number of published and relevant
randomised controlled trials (RCTs), and a refinement in the
definition and working models of CBT. In addition, there has also
been a diversification of research, with trials not only assessing
overall effectiveness of CBT but investigating more specific aspects
of CBT. It was necessary to update and split the original review
of CBT to create a family of CBT reviews (Jones 2009a and Jones
2009b) to incorporate and address these new more diverse data.
This particular review provides information about CBT's relative
effectiveness compared with other similar adjunct psychosocial
therapies.

OBJECTIVES

To assess the effects of cognitive behavioural therapy (CBT)
compared with other psychosocial therapies as add-on treatments
for people with schizophrenia.

METHODS

Criteria for considering studies for this review
Types of studies

Allrelevant randomised controlled trials (RCTs). We excluded quasi-
randomised trials, such as those where allocation is undertaken
on surname. If a trial had been described as double-blind, but
it was implied it had been randomised, we would have included

these trials in a sensitivity analysis (see Sensitivity analysis). If
identified, we would have included randomised cross-over studies,
but only used data up to the point of first cross-over because of the
instability of the outcomes and the likely carry-over effects of all
treatments.

As CBT requires the person to actively engage and participate
in the therapy, it may not be possible to blind the participant
to treatment condition (that is, it may not be possible to
provide a placebo control condition to reduce the effects of an
anticipated outcome on behalf of the participant). However, it is
both possible and desirable to blind the researcher to condition
(that is, the person collecting outcome data is unaware of the
allocation of the individual participant). Accordingly, single-blind
trials are considered of appropriate methodological quality for the
assessment of this type of intervention.

We would have compared the outcomes of trials that described a
single-blind procedure with trials that did not describe any blinding
procedure. If there was no substantive difference within primary
outcomes (see Types of outcome measures), when these non-
blinded studies were added, then we would have included them in
the final analysis. If there was a substantive difference, we would
have used only single-blinded randomised trials and the results of
the sensitivity analysis would have been described in the text.

Types of participants

People with a current diagnosis of schizophrenia, diagnosed by
any criteria, irrespective of gender or race. We did not include
participants who had very late onset of illness (onset after
the age of 60 years) or those with other psychotic disorders
such as bipolar affective disorder, substance-induced psychosis,
significant physical or sensory difficulties or people with co-existing
developmental disorders and/or learning disabilities. If studies
randomised people with schizophrenia and those with the above
disorders, we only included trials where more than 50% of the
participants had a diagnosis of schizophrenia.

This review does not include trials that report outcomes from
participants deemed to be "at-risk" of developing schizophrenia in
the future.

We are interested in making sure that information is as relevant
as possible to the current care of people with schizophrenia, so
aimed to highlight the current clinical state clearly (acute, early
post-acute, partial remission, remission), as well as the stage
(prodromal, first episode, early illness, persistent), and whether the
studies primarily focused on people with particular problems (for
example, negative symptoms, treatment-resistant illnesses).

Types of interventions
1. Cognitive behavioural therapy (CBT)

The label cognitive behavioural therapy has been applied to a
variety of interventions, accordingly, is difficult to provide a single,
unambiguous definition. Recognising this, the review authors
constructed criteria that were felt to be both workable and to
capture the elements of good practice in CBT.

In order to be classified as 'well-defined', the intervention must
clearly demonstrate the following components:
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1. a discrete psychological intervention, which is in addition
to, and separate from, other therapeutic interventions (for
example, behavioural family therapy) and

2. recipients establish links between their symptoms, thoughts
and beliefs, and consequent distress or problem behaviour and

3. the re-evaluation of their perceptions, beliefs or reasoning
relating to the target symptoms; this may include the re-
evaluation of situation specific "inferential" beliefs or more
global "evaluative" beliefs.

All therapies that did not meet these criteria (or that provided
insufficient information) but were labelled as 'CBT' or 'Cognitive
Therapy' were included as 'less-well-defined CBT'. We conducted
a sensitivity analysis on the primary outcomes of this review(see
Types of outcome measures) in order to investigate whether a 'well-
defined' implementation of this therapy presents with differential
outcomes.

In addition, for primary outcomes, we undertook sensitivity
analyses between studies that employed experienced CBT
therapists compared with relatively inexperienced CBT therapists.
Experienced CBT therapists were defined as:

1. persons possessing appropriate professional qualifications for
the provision of CBT (e.g. British Association of Behavioural
and Cognitive Psychotherapy (BABCP) accreditation, Diplomain
CBT, or other professionally-accredited qualifications involving
CBT as major part of training (e.g. Clinical or Counselling
Psychologist)) or

2. insituations where the qualifications of the therapist are unclear
but they appear to have received training in CBT or specific
training for the trial and there is clear evidence of the use a
thorough adherence protocol.

Unqualified CBT therapists may be defined as persons not
possessing appropriate professional qualifications or with no
appropriate accreditation, report of training and use of an
adherence protocols.

2. Other psychosocial treatments

Other psychosocial treatments includes standard care that
has been supplemented by additional psychological or
social interventions, or both, such as supportive therapy,
psychoeducation, family therapy and other 'talking therapies'.

This review distinguishes between trials that described 'active'
psychosocial interventions (e.g. family therapy) aimed at a
meaningful symptom reduction and those trials which have
used 'non active' psychosocial interventions (e.g, unstructured
conversations), which act as merely a control for the non-specific
effects of therapy (e.g. time spent with a therapist). Study labels are
prefaced with an "A-" or an "NA-" to indicate whether an active or
non active intervention was used as a comparison condition and
the pooled effect of these trials is also presented.

3. Standard care

The care a person with schizophrenia would normally receive
had they not been involved in the trial. This normally includes
a biological, psychological and social approach to care including
antipsychotic medication, and utilisation of services including
hospital stay, day hospital attendance and community psychiatric
nursing involvement.

Types of outcome measures

Outcomes can be categorised as being of short-, medium- or long
duration. A short-term outcome is defined as occurring within the
period typically associated with active treatment. The National
Institute for Health and Care Excellence (NICE) asserts that "for it
to make a difference, [the patient] should have CBT treatment for
more than 16 planned sessions" (NICE 2014). Accordingly, in this
review, we have grouped outcomes into those measured in the
short term (within 24 weeks of the onset of therapy), medium term
(within 24 to 52 weeks of the onset of therapy) and long term (over
52 weeks since the onset of therapy).

Outcomes can also be grouped into broad areas (Table 1).

We aimed to report binary outcomes recording clear and clinically
meaningful degrees of change (e.g. global impression of much
improved, or more than 50% improvement on a rating scale - as
defined within the trials) before any others. Thereafter, we listed
other binary outcomes and then those that are continuous.

* see Differences between protocol and review.

Primary outcomes
1. Global state

1.1 Relapse

1.2 Clinically important change - as defined by the individual
studies (for example, global impression much improved, or less
than 50% reduction on a specified rating scale) - short-, medium-
and long term.

2. Mental state

2.1 Clinically important change - as defined by the individual
studies (for example, mental state much improved, or less than 50%
reduction on a specified rating scale) - short-, medium- and long
term.

Secondary outcomes
1. Global state

1.1 Hospitalisation.
1.2 Healthy days.
1.3 Average endpoint/change score global state scale.

2. Mental state

2.1 Any change in general mental state.

2.2 Average endpoint general mental state score.

2.3 Average change in general mental state scores.
2.4 Clinically important change in specific symptoms.
2.5 Any change in specific symptoms.

2.6 Average endpoint specific symptom score.

2.7 Average change in specific symptom scores.

3. Adverse effect/event(s)

3.1 Any adverse effect/event(s)

3.2 Average endpoint general adverse effect score.

3.3 Average change in general adverse effect scores.

3.4 Clinically important adverse effect/event - as defined by
individual studies.

3.5 Any specific adverse effects.

3.6 Average endpoint specific adverse effects.

3.7 Average change in specific adverse effects.
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4, Functioning

4.1 Average endpoint general functioning score.

4.2 Average change in general functioning scores.

4.3 Clinically important change in specific aspects of functioning,
such as social or life skills.

4.4 Any change in specific aspects of functioning, such as social or
life skills.

4.5 Average endpoint specific aspects of functioning, such as social
or life skills.

4.6 Average change in specific aspects of functioning, such as social
or life skills.

5. Quality of life

5.1 Clinically important change in quality of life - as defined by
individual studies.

5.2 Any change in quality of life.

5.3 Average endpoint quality of life score.

5.4 Average change in quality of life scores.

5.5 Clinically important change in specific aspects of quality of life
- as defined by individual studies.

5.6 Any change in specific aspects of quality of life.

5.7 Average endpoint specific aspects of quality of life.

5.8 Average change in specific aspects of quality of life.

6. Satisfaction with treatment

6.1 Leaving the study early: specific reason

6.2 Recipient of care satisfied with treatment.

6.3 Recipient of care average satisfaction score.

6.4 Recipient of care average change in satisfaction scores.
6.5 Carer satisfied with treatment.

6.6 Carer average satisfaction score.

6.7 Carer average change in satisfaction scores.

7. Engagement with services

7.1 Clinically important engagement - as defined by individual
studies.

7.2 Any engagement.

7.3 Average endpoint engagement score.

7.4 Average change in engagement scores.

7.5 Compliance with medication/treatment.

8. Economic

8.1 Direct costs.
8.2 Indirect costs.

'Summary of findings' tables

We used the GRADE approach to interpret findings (Schiinemann
2011); and used GRADEpro GDT to export data from our review
to create a 'Summary of findings' table. These tables provide
outcome-specific information concerning the overall certainty
of evidence from each included study in the comparison, the
magnitude of effect of the interventions examined, and the sum of
available data on all outcomes we rate as important to patient care
and decision making. We selected the following main outcomes for
inclusion in the 'Summary of findings' table.

1. Global state: relapse

2. Global state: clinically important change - as defined by
individual studies

3. Mental state: general - clinically important change - as defined
by individual studies

4. Adverse effect: clinically important adverse effect/event - as
defined by individual studies

5. Functioning: clinically important change in social functioning

6. Quality of life: clinically important change

7. Satisfaction with treatment - leaving the study early for any
reason

If data were not available for these pre-specified outcomes but
were available for ones that are similar, we presented the closest
outcome to the pre-specified one in the table but took this into
account when grading the finding.

Search methods for identification of studies
Electronic searches
1. Electronic searches

1.1 The Cochrane Schizophrenia Group's Register (March 2010 to 6
March 2017)

This was searched by the Information Specialist of the Cochrane
Schizophrenia Group, Samantha Roberts, using the phrase:

{[(*cogniti* AND (*behavio* or therap*)) OR (*cogniti* and
(*technique* or *restructur® or *challeng*)) OR (*self* and
(*instruct* or *management* or *attribution*)) OR (*rational*
and *emotiv*) in title, abstract, index terms of REFERENCE] or
[Cognitive* in interventions of STUDY]}

This register is compiled by systematic searches of major
databases, handsearches and conference proceedings (see group
module).

2. Details of previous searches for previous CBT review

For search details used in previous versions, please see Appendix 1.

Searching other resources
1. Reference lists

We searched all references of included articles for further relevant
trials.

2. Authors

For this update, we did not contact the first author of each of the
included papers to request additional published and unpublished
materials.

Data collection and analysis

Below are methods used for 2015 and 2017 searches. Previous
methods can be seen in Appendix 2.

Selection of studies

Review authors (JX, SZ, DH, and CJ) independently inspected all
identified citations. When disputes arose as to which category a
citation should be allocated, resolution was achieved by either
discussion with the other review authors, or obtaining a full report
of the citation. Review authors (JX, SZ, DH and CJ) obtained
and independently inspected full reports of citations meeting the
review inclusion criteria. When disputes arose as to whether an full
report should be included or excluded from the review, JX, SZ, DH
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and CJ resolved by discussion. If it had not been possible to resolve
by discussion, we would have asked another review author (CI) to
read the full report and to make a final judgement.

Data extraction and management
1. Extraction

Review authors JX, SZ, DH and CJ extracted data from all included
studies. We resolved disputes by discussion. When it was not
possible to extract data or if further information was needed,
we attempted to contact the authors in order to obtain missing
information or for clarification whenever necessary. Where multi-
centre studies reported outcomes separately for each component
centre, we extracted data relevant to each component centre and
reported these separately.The reporting of data from component
centres was only undertaken when this procedure did not bias the
overall sample size for the statistical tests.

2. Management
2.1 Forms

We extracted data onto standard, simple forms.

2.2 Scale-derived data

We included continuous data from rating scales only if:

1. the psychometric properties of the measuring instrument have
been described in a peer-reviewed journal (Marshall 2000);

2. the measuring instrument has not been written or modified by
one of the trialists for that particular trial; and

3. the instrument should be a global assessment of an area of
functioning and not sub-scores which are not, in themselves,
validated or shown to be reliable.

It should be noted that some sub-scale scores were included
in this review (for instance, we did include sub-scores from
mental state scales measuring positive and negative symptoms of
schizophrenia), however, in all cases the sub-scale scores were well-
validated and are in common use within the empirical literature.

Ideally, the measuring instrument would either be . a self-report or
ii. completed by anindependent rater or relative (not the therapist).
We realise that this is not often reported clearly; in Description of
studies, where possible, we noted if this was the case or not.

2.3 Endpoint versus change data

There are advantages of both endpoint and change data: change
data can remove a component of between-person variability
from the analysis; however, calculation of change needs two
assessments (baseline and endpoint) that can be difficult to
obtain in unstable and difficult-to-measure conditions such as
schizophrenia. We preferred to use endpoint data throughout.

2.4 Skewed data

Continuous data on clinical and social outcomes are often not
normally distributed. To avoid the pitfall of applying parametric
tests to non-parametric data, we applied the following standards to
relevant continuous endpoint data before inclusion.

For endpoint data from studies including fewer than 200
participants:

a) when a scale starts from the finite number zero, we subtracted
the lowest possible value from the mean, and divided this by the
standard deviation (SD). If this value was lower than one, it strongly
suggests that the data are skewed and we excluded these data. If
this ratio was higher than one but less than two, there is suggestion
thatthe data are skewed: we entered these data and tested whether
their inclusion or exclusion would change the results substantially.
If the data changed results, we presented them as 'other' data.
Finally, if the ratio was larger than two, we included these data,
becauseitis less likely they are skewed (Altman 1996; Higgins 2011).

b) if a scale starts from a positive value (such as the Positive and
Negative Syndrome Scale (PANSS), which can have values from 30
to 210 (Kay 1986)), we modified the calculation described above to
take the scale starting point into account. In these cases skewed
data are present if 2 SD > (S - S min), where S is the mean score and
'S min' is the minimum score.

Please note: we entered all relevant data from studies of more
than 200 participants in the analysis irrespective of the above rules,
because skewed data posed less of a problem in large studies.

2.5 Common measure

To facilitate comparison between trials, where possible, we
converted variables that were reported in different metrics, such as
days in hospital (mean days per year, per week or per month) to a
common metric (e.g. mean days per month).

2.6 Conversion of continuous to binary

Where possible, we converted continuous outcome measures to
dichotomous data. This could be done by identifying cut-off points
onratingscales and dividing participants accordingly into 'clinically
improved' or 'not clinically improved" It is generally assumed
that if there had been a 50% reduction in a scale-derived score
such as the Brief Psychiatric Rating Scale (BPRS, Overall 1962)
or the PANSS (Kay 1987), this can be considered as a clinically
significant response (Leucht 2005a; Leucht 2005b). If data based on
these thresholds were not available, we used the primary cut-off
presented by the original authors.

2.7 Direction of graphs

We aimed to enter data in such a way that the area to the left of the
line of no effect indicates a favourable outcome for CBT.

Assessment of risk of bias in included studies

Review authors (JX, SZ DH and CJ) assessed risk of bias using the
tool described in the Cochrane Handbook for Systematic Reviews of
Interventions (Higgins 2011a). This tool encourages consideration
of how the randomisation sequence was generated, how allocation
was concealed, the integrity of blinding at outcome measurement,
the completeness of outcome data, selective reporting and other
biases. We excluded studies where sequence generation was at a
high risk of bias or where allocation was clearly not concealed.
If disputes arose as to the correct category for a trial, this was
resolved through discussion and, if necessary, adjudication by
the other review authors (AM, CI and IC). If this was not possible
because further information was necessary, we intended not to
enter the data but to allocate the trial to the list of those awaiting
assessment. Review authors were not blinded to the names of the
authors, institutions, journal of publication, or results of the trials.
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Measures of treatment effect

We adopted P = 0.05 as the conventional level of a clear difference
(statistically significant), but we were especially cautious where
results were only slightly below this, and in these situations we
reported 95% confidence intervals (Cl) in preference to P values.

1. Binary data

For binary outcomes, we calculated a standard estimation of the
risk ratio (RR) and its 95% Cl as it has been shown that RR is
more intuitive than odds ratios (Boissel 1999); and that odds
ratios tend to be interpreted as RR by clinicians (Deeks 2000).
Although the number needed to treat for an additional beneficial
outcome (NNTB) and the number needed to treat for an additional
harmful outcome (NNTH), with their Cls, are intuitively attractive to
clinicians, they are problematic to calculate and interpret in meta-
analyses (Hutton 2009). For binary data presented in the 'Summary
of findings' table(s) where possible, we calculated illustrative
comparative risks.

2. Continuous data

For continuous outcomes we estimated mean differences (MD) and
the 95% Cl between groups. We preferred not to calculate effect size
measures (standardised mean difference (SMD)). However, if scales
that are very similar had been used, we would have presumed
there is a small difference in measurement, and we would have
calculated effect size and transform the effect back to the units of
one or more of the specific instruments.

Unit of analysis issues
1. Cluster trials

Studies increasingly employ 'cluster randomisation' (such as
randomisation by clinician or practice), but analysis and pooling of
clustered data poses problems. Firstly, authors often fail to account
for intra-class correlation in clustered studies, leading to a 'unit of
analysis' error (Divine 1992), whereby P values are spuriously low,
Cls unduly narrow and statistical significance overestimated. This
causes type | errors (Bland 1997; Gulliford 1999).

Where clustering was not accounted for in primary studies, we had
planned to present data in a table, with a (*) symbol to indicate
the presence of a probable unit of analysis error. In subsequent
versions of this review, if such data are reported, we will seek to
contact first authors of studies to obtain intra-class correlation
coefficients (ICCs) for their clustered data and to adjust for this
by using accepted methods (Gulliford 1999). Where clustering has
been incorporated into the analysis of primary studies, we will
present these data as if from a non-cluster randomised study, but
adjust for the clustering effect.

We have sought statistical advice and been advised that the binary
data presented in a report should be divided by a 'design effect'.
Thisis calculated using the mean number of participants per cluster
(m) and the ICC [Design effect = 1+(m-1)*ICC] (Donner 2002). If the
ICC is not reported, it is assumed to be 0.1 (Ukoumunne 1999).

If cluster studies had been appropriately analysed taking into
account ICCsand relevant data documented in the report, synthesis
with other studies would have been possible using the generic
inverse variance technique.

2. Cross-over trials

Amajor concern of cross-over trials is the carry-over effect. It occurs
if an effect (e.g. pharmacological, physiological or psychological) of
the treatment in the first phase is carried over to the second phase.
As a consequence, on entry to the second phase, the participants
can differ systematically from their initial state despite a wash-out
phase. For the same reason cross-over trials are not appropriate if
the condition of interest is unstable (Elbourne 2002). As both effects
are very likely in severe mental illness, we planned to use only the
data from the first phase of the study.

3. Studies with multiple treatment groups

Where a study involves more than two treatment arms, if relevant,
we presented the additional treatment arms in comparisons. If data
were binary we simply added these and combine within the two-
by-two table. If data were continuous, we combined data following
the formula in the Cochrane Handbook for Systematic Reviews of
Interventions (Higgins 2011). Where additional treatment arms are
not relevant, we did not reproduce these data.

Dealing with missing data
1. Overall loss of credibility

At some degree of loss to follow-up, the findings of a trial must lose
credibility (Xia 2009). We were forced to make a judgment where the
level of loss to follow-up was too great for short-term trials to be
included in this review. If more than 40% of data were unaccounted
for at eight weeks, we did not use these data within the analyses.

2. Binary

If attrition for a binary outcome was between 0% and 40% and if the
outcomes of these participants were described, we included these
data as reported. Where these data were not clearly described for
the primary outcome, we assumed the worst for each person who
was lost to follow-up, and for adverse effects, we assumed rates
similar to those among participants who continued to have their
data recorded.

3. Continuous
3.1 Attrition

We have reported data where attrition for a continuous outcome
was between 0% and 40% and completer-only data were reported
in the study.

3.2 Standard deviations

We first tried to obtain the missing values from the authors. If
not available, where there were missing measures of variance for
continuous data but an exact standard error (SE) and Cl were
available for group means, and either 'P' value or 't' value were
available for differences in mean, we noted these, and in future
versions of this review we will calculate them according to the
rules described in the Cochrane Handbook for Systematic Reviews of
Interventions (Higgins 2011): When only the SE is reported, standard
deviations (SDs) can be calculated by the formula SD = SE * square
root (n). Chapters 7.7.3 and 16.1.3 of the Cochrane Handbook for
Systematic Reviews of Interventions (Higgins 2011) present detailed
formulae for estimating SDs from P values, t or F values, Cls, ranges
or other statistics. If these formulae do not apply, in the future
we will calculate SDs according to a validated imputation method
which is based on the SDs of the other included studies (Furukawa
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2006). Some of these imputation strategies can introduce error. The
alternative would be to exclude a given study’s outcome and thus
to lose information. We will examine the validity of the imputations
in a sensitivity analysis excluding imputed values.

3.3 Assumptions about participants who left the trials early or were
lost to follow-up

Various methods are available to account for participants who
left the trials early or were lost to follow-up. Some trials just
present the results of study completers; others use the method
of last observation carried forward (LOCF); while more recently,
methods such as multiple imputation or mixed-effects models for
repeated measurements (MMRM) have become more of a standard.
While the latter methods seem to be somewhat better than LOCF
(Leon 2006), we feel that the high percentage of participants
leaving the studies early and differences between groups in their
reasons for doing so is often the core problem in randomised
schizophrenia trials. Therefore, we did not exclude studies based
on the statistical approach used. However, by preference we used
the more sophisticated approaches, i.e. we preferred to use MMRM
or multiple-imputation to LOCF, and we only presented completer
analyses if some kind of intention-to-treat (ITT) data were not
available at all. Moreover, we addressed this issue in the item
'Incomplete outcome data' of the 'Risk of bias' tool.

Assessment of heterogeneity
1. Clinical heterogeneity

We considered all included studies initially, without seeing
comparison data, to judge clinical heterogeneity. We simply
inspected all studies for clearly outlying situations or people
which we had not predicted would arise. When such situations or
participant groups arose, these were fully discussed.

2. Methodological heterogeneity

We considered all included studies initially, without seeing
comparison data, to judge methodological heterogeneity. We
simply inspected all studies for clearly outlying methods which we
had not predicted would arise. When such methodological outliers
arose, these were fully discussed.

3. Statistical heterogeneity
3.1 Visual inspection

We visually inspected graphs to investigate the possibility of
statistical heterogeneity.

3.2 Employing the 12 statistic

Heterogeneity between studies was investigated by considering
the 12 method alongside the Chi2 'P' value. The 12 provides an
estimate of the percentage of inconsistency thought to be due
to chance (Higgins 2003). The importance of the observed value
of 12 depends on i. magnitude and direction of effects and ii.
strength of evidence for heterogeneity (e.g. 'P' value from Chi2
test, or a Cl for 12). We interpreted an 12 estimate greater than
or equal to 75% accompanied by a statistically significant Chi?2
statistic as evidence of substantial levels of heterogeneity (Deeks
2011). When substantial levels of heterogeneity were found in
the primary outcome, we explored reasons for heterogeneity
(Subgroup analysis and investigation of heterogeneity).

Assessment of reporting biases

Reporting biases arise when the dissemination of research findings
is influenced by the nature and direction of results (Egger 1997 ).
These are described in section 10.1 of the Cochrane Handbook for
Systematic reviews of Interventions (Sterne 2011).

1. Protocol versus full study

We attempted to locate protocols of included randomised trials. If
the protocol was available, we compared outcomes in the protocol
and in the published report. If the protocol was not available, we
compared outcomes listed in the methods section of the trial report
with actually reported results.

2. Funnel plot

We are aware that funnel plots may be useful in investigating
reporting biases but are of limited power to detect small-study
effects. We did not use funnel plots for outcomes where there were
10 or fewer studies, or where all studies were of similar size. In
other cases, where funnel plots were possible, we sought statistical
advice in their interpretation.

Data synthesis

We understand that there is no closed argument for preference for
use of fixed-effect or random-effects models. The random-effects
method incorporates an assumption that the different studies are
estimating different, yet related, intervention effects. To us, this
often seems to be true and the random-effects model takes into
account differences between studies, even if there is no statistically
significant heterogeneity. There is, however, a disadvantage to the
random-effects model: it puts added weight onto small studies,
which often are the most biased ones. Depending on the direction
of effect, these studies can either inflate or deflate the effect size.
We chose to use fixed-effect for all analyses, except where if was
high heterogeneity where the source of heterogeneity could not be
identified.

Subgroup analysis and investigation of heterogeneity
1. Subgroup analyses

We anticipated subgroup analyses to test the hypothesis that CBT
may be highlighted to have different effects when compared with
the following.

1.1 Active versus non active control therapies

Active psychological treatments as opposed to inactive ones.

We aimed to undertake the analysis for only the primary outcomes
of this review or the nearest we could find to them (see Types
of outcome measures), and if data were available discussed the
findings.

2. Investigation of methodological heterogeneity

We considered all included studies initially, without seeing
comparison data, to judge methodological heterogeneity. We
simply inspected all studies for clearly outlying methods which we
had not predicted would arise and would have discussed any such
methodological outliers if they had arisen.
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3. Investigation of statistical heterogeneity
3.1 Visual inspection

We inspected graphs statistical

heterogeneity.

visually to investigate

3.2 Employing the I statistic

We investigated statistical heterogeneity between studies by
considering the I? statistic alongside the Chi*> P value. The I?
statistic provides an estimate of the percentage of inconsistency
thought to be due to chance (Higgins 2003). The importance of
the observed value of 1> depends on the magnitude and direction
of effects as well as the strength of evidence for heterogeneity
(e.g. P value from Chi-test, or a confidence interval for 1?). We
interpreted an I* estimate greater than or equal to 50% and
accompanied by a statistically significant Chi? statistic as evidence
of substantial heterogeneity (Chapter 9. Cochrane Handbook for
Systematic Reviews of Interventions)(Deeks 2011). When substantial
levels of heterogeneity were found, we explored reasons for
heterogeneity and discussed the findings.

Where unanticipated clinical or methodological heterogeneity
were obvious, we simply stated hypotheses regarding these for
future reviews or versions of this review. We did not anticipate
undertaking additional analyses relating to these.

Sensitivity analysis

If there were substantial differences in the direction or precision
of effect estimates in any of the sensitivity analyses listed below,
we would not have added data from the lower-quality studies to
the results of the higher-quality trials, but would have presented
these data within a subcategory. If their inclusion did not result in
a substantive difference, they remained in the analyses.

1. Implication of randomisation

We planned to include trials in a sensitivity analysis if they
were described in some way as to imply randomisation. For the
primary outcomes, if there was no substantive difference when
the implied randomised studies were added to those studies with
better description of randomisation, we would have included these
studies.

2. Blinding

We planned to include trials in a sensitivity analysis if they were
described in a way that suggested they were blinded for assessment
of outcome as opposed to not blinding at all.

3. Well-defined CBT versus less-well-defined CBT

For the primary outcomes, we compared findings for trials meeting
our criteria for 'well-defined' CBT as opposed to those studies
that labelled the therapy as CBT, but either did not contain the
'inferential' and 'evaluative' component or which did not provide
enough information for this discrimination to be made (see Types
of interventions).

4. Therapist experience

For the primary outcomes, we compared findings for trials meeting
the criteria for experienced CBT therapists compared with trials

using relatively inexperienced CBT therapists or who did not
provide enough information for this discrimination to be made (see
Types of interventions).

5. Assumptions for lost binary data

Where assumptions had to be made regarding people lost to follow-
up (see Dealing with missing data), we compared the findings of
the primary outcomes when we used our assumption and where
we compared with completer data only. If there was a substantial
difference, we reported these results and discussed them, but
continued to employ our assumption.

If assumptions had to be made regarding missing SDs (see Dealing
with missing data), we compared the findings on primary outcomes
when we use our assumption compared with completer data
only. We would have undertaken a sensitivity analysis to test how
prone results were to change when 'completer' data only were
compared to the imputed data using the above assumption. If
there was a substantial difference, we would have reported results
and discussed them, but would have continued to employ our
assumption.

6. Risk of bias

For the primary outcomes, we analysed the effects of excluding
trials that had at high risk of bias across one or more of the domains
(see Assessment of risk of bias in included studies).

7. Imputed values

We would have undertaken a sensitivity analysis to assess the
effects of including data from trials where we had used imputed
values for ICC in calculating the design effect in cluster-randomised
trials.

8. Fixed- and random-effects

For the primary outcomes, we synthesised data using a random-
effects model to evaluate whether this altered the significance of
the results.

RESULTS

Description of studies

Thirty-six studies with 3542 participants are included. Three of
these studies (NA - Lewis 2002 (L); NA - Lewis 2002 (M); NA - Lewis
2002 (N)) were actually specific sites of a multicentre trial, NA -
Lewis 2002. As some outcome data were only reported with respect
to the specific sites, rather than lose these data we have included
their outcomes as individual studies.

A summary of the included studies is provided in Characteristics
of included studies, and a summary of the excluded
studies is provided in Characteristics of excluded studies.
Those studies awaiting classification or are ongoing are
described in Characteristics of studies awaiting classification and
Characteristics of ongoing studies, respectively.

Results of the search

For this update, we ran searches in 2014 (1168 results), 2015 (577
results), and 2017 (93 studies), see Figure 1 and Figure 2.
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Figure 1. Study selection from 2014 and 2015 searching
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Figure 2. Study selection from 2017 searching

93 records 0 of additional
identified through recards identified
database through ather
searching 50Urces

!

93 records after duplicates

remaved
T2 records
excluded at
L abstract ar title
93 recards stage of
screened — "|screening.

4 full-text articles
(referring to 4

studies) placed in
gxcluded studies.

5 full-text articles
(referring to 4
studies) placed in
awaiting
assessment.

T

21 full-text articles
af 21 recards 2 full-text articles
abtained and (referring to 2
inspected closely studies) are

far eligibility ongoing.

¥

1)

10 full-text articles
(referring to &
studies) placed in
included studies.

Cognitive behavioural therapy plus standard care versus standard care plus other psychosocial treatments for people with schizophrenia
(Review)
Copyright © 2019 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

14



Trusted evidence.
Informed decisions.
Better health.

1\ Cochrane
é) Library

Cochrane Database of Systematic Reviews

For the previous version of this review (Jones 2012), electronic
searches identified 2279 references. Seventy-four of these reports
(62 studies) did not meet the inclusion criteria (see Characteristics
of excluded studies) and 31 full-text reports (referring to 20 studies)
were placed in included studies. For this update, searches were
carried out in 2014, 2015 and 2017. We have added 13 new studies
to the included studies table. One multicentre trial had three sites,
resulting in 36 studies contributing data for analyses.

2014 and 2015 searches

One thousand seven hundred and forty-five additional records
were identified; 1701 of these records were excluded at the first
screening stage and 44 full-text articles were obtained for further
assessment. Twenty-four of these full-text articles (referring to
eight studies) were relevant to the review and placed in the
included studies table. (A - Granholm 2013; A - Granholm 2014; A
- Jiang 2010; A - Lecomte 2008; A - Ma 2012; A - Velligan 2014; A -
Wittorf 2010; NA - Davis 2008). Three full-text articles (referring to
three studies) were excluded. Fifteen full-text articles (referring to
10 studies) were awaiting assessment. Two studies were ongoing.
See Figure 1.

2017 search

In this search, 93 additional records were identified. Seventy two
of these records were excluded at first screening stage and 21

full-text articles were obtained for further screening. Ten of these
full-text articles (referring to five studies) were relevant to the
review and placed in the included studies table (A - Li 2014; A -
Li 2015; A - Li 2015b; NA - Li 2015; NA - Zhang 2015). Four full-
text articles (referring to four studies) were excluded. Five full-text
articles (referring to four studies) are awaiting assessment. Two
further studies were placed in the ongoing studies table.See Figure
2.

Overall, review authors for this review have screened 4117 records
so far and 3950 records have been excluded at the first screening
stage. One hundred and sixty-seven full-text articles have been
obtained for further screening, of which, 69 studies from 81 full-
text reports did not meet the inclusion criteria. Sixteen studies from
21 full-text articles are awaiting assessment; six of these studies
were not printed in English (Chung 2001; Delahaye 2009; Klingberg
2001; Lee 1999; Mirabella 2009; Wu 2008) and the remaining 10
studies are awaiting publication of outcome data (Clarke 2011,
D'Souza 2002; ISRCTN60855021 2009; Klingberg 2013; Lystad 2013;
NCT00980252 2009; NCT01139502 2010; Penades 2006; Valmaggia
2003; Jones 2012). Four studies are ongoing trials (NCT02170051
2014; NCT02349880 2015; NCT01992913 2014; Xu 2008). Thirty-six
studies are now included in this review Characteristics of included
studies. See Figure 3
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Figure 3. Merged study flow diagrams for all searching up to March 2017
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Included studies
1. Duration of trial

The trial duration ranged from six weeks (A - Levine 1998) to 24
months (A - Haddock 1999). In 16 studies, the duration of the trial
was within six months (A - Bechdolf 2004; A - Cather 2005; NA - Davis
2008; NA - Haddock 2009; NA - Jackson 2008; A - Jiang 2010; A -
Levine 1998; A - Lecomte 2008; A- Li2015b; NA-Li 2015;A-Ma 2012;
A - Penn 2009; A - Pinto 1999; NA - Turkington 2000; NA - Valmaggia
2005; A - Wittorf 2010); For another nine studies, the treatment
duration was between six to 12 months (A - Buchkremer 1997; A
- Durham 2003; A - Garety 2008;A - Granholm 2013; A - Granholm
2014; A - Klingberg 2012; NA - Sensky 2000; A - Velligan 2014; NA -
Zhang 2015 ), and the remaining eight studies observed the effect
of a long-term CBT which is more than 12 months (NA - Drury 2000;
A - Haddock 1999; NA - Kemp 1998; NA - Lewis 2002; A - Li 2014; A -
Li 2015; NA - O'Donnell 2003; A - Tarrier 1999).

2. Participants

People in these studies were aged between 18 and 65. Participants
were selected from in-patient and out-patient populations, at
varying phases of illness (from acute phase to relatively stable
but with treatment resistant symptoms), and with a range of
typical co-morbidities. However, many trials excluded people with
co-morbid substance misuse, evidence of organic brain disorder,
learning disability or marked thought disorder and/or conceptual
disorganisation.

All 36 trials focused on people with psychosis, whether
schizophrenia, delusional disorder or schizoaffective disorder, and
all employed operational criteria for diagnoses (DSM IlI-R, DSM
IV, DSM-IV TR or ICD-10). Many people were reported to have co-
morbid mental disorders, such as depression or anxiety disorder.

NA - Jackson 2008 report outcomes for participants with a
first episode psychosis. The 28 trials included participants with
a representative range of duration of illness. For example,
NA - Jackson 2008 reports outcomes from participants with
approximate two years length of illness, whereas NA - Drury 2000,
A - Bechdolf 2004, A - Garety 2008 and NA - Kemp 1998 included
participants with an average of five to 10 years length of illness. A
- Durham 2003 and A - Cather 2005 included participants with an
average duration of illness in excess of 10 years. A - Cather 2005,
A - Buchkremer 1997 included participants with an approximate
average of 22.9 years length of illness. Ten studies (NA - Davis 2008;
A - Jiang 2010; A - Ma 2012; A - Velligan 2014; A - Wittorf 2010; NA -
Haddock 2009; A - Klingberg 2012; NA - O'Donnell 2003; NA - Sensky
2000; NA - Valmaggia 2005) did not report the length of illness of
participants.

Participants were recruited from inpatient or outpatients settings
from the UK (NA - Drury 2000; A - Durham 2003; A - Garety 2008; A
- Haddock 1999; NA - Kemp 1998; NA - O'Donnell 2003; NA - Sensky
2000; A - Tarrier 1999; NA - Turkington 2000), Germany (A - Bechdolf
2004; A - Buchkremer 1997; A - Klingberg 2012; NA - Lewis 2002; A -
Wittorf2010), the USA (A - Cather2005; A - Penn 2009; A - Pinto 1999;
A - Velligan 2014; A - Granholm 2013; A - Granholm 2014), China
(A - Jiang 2010; A - Ma 2012), India (NA - Davis 2008), Australia(NA
- Jackson 2008), Israel (A - Levine 1998), Belgium (NA - Valmaggia
2005), and Canada (A - Lecomte 2008). It should be noted that
several studies were conducted over 10 years ago.

All participants received standard care in addition to CBT or
other adjunctive therapies. Standard care would typically include
antipsychotic medication. For example, A - Cather 2005 only
included participants treated with olanzapine for at least six
months, whereas A - Pinto 1999 intentionally selected people with
medication-resistant symptoms.

3. Interventions
3.1CBT
3.1.1 CBT with other therapeutic activities

In addition to cognitive restructuring, hypothesis testing and
behavioural experiments, most CBT interventions commonly
included other therapeutic activities such as psychoeducation,
relapse prevention, coping strategy enhancement, problem-
solving strategies or relaxation training. Some CBT interventions
were administered on a group basis (A - Bechdolf 2004; A - Levine
1998; A - Granholm 2013; A - Granholm 2014; A - Lecomte 2008; A -
Penn 2009), whereas others utilised individual therapy (NA - Lewis
2002; NA - Jackson 2008; NA - Valmaggia 2005). NA - Drury 2000,
and NA - Davis 2008 employed a combination of both group and
individual therapy.

The CBT interventions varied with regard to both the target
of the therapy and the degree of specificity of the focus of
the intervention. For example, NA - Kemp 1998 and NA -
O'Donnell 2003 used a CBT intervention focused specifically
on medication compliance, whereas the CBT intervention
described by A - Bechdolf 2004 had a wider focus incorporating
auditory hallucinations and delusions, anxiety, depression, relapse
prevention and enhancing medication compliance. Most trials
targeted positive symptoms of psychosis, some with an explicit
focus on auditory hallucinations (A - Bechdolf 2004; NA - Haddock
2009; NA - Jackson 2008; A - Penn 2009; NA - Valmaggia 2005;
A - Ma 2012; A - Wittorf 2010), and/or delusions (A - Garety
2008; NA - Haddock 2009; NA - Jackson 2008; NA - Valmaggia
2005; A - Ma 2012; A - Wittorf 2010). It was less common for the
CBT intervention to target negative symptoms of psychosis (A -
Klingberg 2012; A - Ma 2012). Strategies for relapse prevention
were a common component in the CBT intervention and a specific
focus in some trials (e.g. A - Garety 2008). Emotional distress (A
- Bechdolf 2004; NA - Sensky 2000) and self-esteem (A - Bechdolf
2004; A - Penn 2009), either in general or specifically related to
the experience of psychosis, was a target in some trials that also
targeted other symptoms. Finally, one trial, NA - Haddock 2009,
focused specifically on psychotic symptoms and anger relating to
aggression and violence.

3.1.2 CBT arm does not include other active therapies

In 23 trials, the CBT arm was not 'contaminated' by other
contemporaneous active psychological therapies, which would
not normally be a standard component of CBT for psychosis.
However, A - Buchkremer 1997 reported a CBT intervention which
variously included medication-management training or key-person
counselling, or both. The differential effects of the CBT and the
medication management training or key-person counselling were
not evaluated. NA - Drury 2000 reported a CBT intervention
that consisted of both individual and group cognitive therapy as
well as family engagement (aimed at developing familial coping
strategies). In addition, itincluded a structured activity programme
(cooking, creative therapy and discussion groups) for an average
of five hours per week. Thus, in NA - Drury 2000, the intervention
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incorporates CBT within a broader rehabilitation framework. The
differential effects of the CBT and the rehabilitation were not
evaluated. A - Granholm 2013 and A - Granholm 2014 used CBT
that consisted of thought-challenging, social skills training, and
problem-solving training. Finally, A - Pinto 1999 included social
skills training in the CBT arm of the trial and also included
psychoeducation in the control arm of the trial. Accordingly, the
differential effects of these interventions cannot be evaluated.

3.1.3 Well-defined CBT

All studies employed a cognitive behavioural intervention in
addition to standard care. In order to be classified as 'well-defined'
the intervention had to clearly demonstrate the components
outlined above (Types of interventions). Only 12 trials met our
criteria for 'well-defined CBT' (A- Bechdolf2004; A - Cather 2005; NA
- Drury 2000; A - Garety 2008; A - Haddock 1999; NA - Haddock 2009;
NA - Lewis 2002; A - Pinto 1999; NA - Turkington 2000; NA - Valmaggia
2005; A-Velligan 2014; A - Wittorf 2010) in that they clearly reported
atherapeutic focus on belief change or re-evaluating the subjective
meaning of symptoms.

A - Durham 2003 and A - Buchkremer 1997 describe their
intervention as CBT and for this reason are included in this review.
However, the therapeutic focus appears to be on problem-solving
skills and the development of coping strategies rather than on the
re-evaluation of the subjective symptoms. A - Klingberg 2012 was
unique in having a specific focus on negative symptoms, however,
reflecting this focus, the intervention incorporated goal setting,
initiation, planning and increasing activity levels. Accordingly,
the re-evaluation of the subjective symptoms was not clearly a
focus in this intervention. A - Penn 2009 focused on CBT for
auditory hallucinations based on Wykes 2004 treatment protocol.
The authors, however, acknowledge that their intervention in the
CBT arm emphasised the development of coping skills and de-
emphasised cognitive restructuring.

3.1.4 CBT provided by qualified therapists
We defined qualified CBT therapists as:

1. persons possessing appropriate professional qualifications
for the provision of CBT (for example, BABCP accreditation,
Diploma in CBT, or other professionally-accredited
qualifications involving CBT as major part of training (for
example, Clinical or Counselling Psychologist)); or

2. insituations were the qualifications of the therapist are unclear
but they appear to have received training in CBT or specific
training for the trial, and there is a thorough adherence to the
protocol.

According to these criteria, 20 trials (71%) met the criteria for
qualified CBT therapists, with the remaining studies not providing
sufficientinformation to assess this. There was wide variationin the
way in which trials fulfilled this criterion with some having a clearly
specified a priori protocol to which adherence was assessed in a
structured fashion, whilst others appear to have only a broad CBT-
based agenda and to assess compliance by audio-taping samples of
sessions (NA - Turkington 2000), or by ensuring regular supervision.

3.2 Other psychosocial therapies

In all trials, the other psychosocial therapy arm of the trial
was in addition to standard care. The comparison arm of the
trials employed a variety of interventions. We characterised

interventions aimed at meaningful symptom or distress reduction
as active comparison therapy, whereas psychosocial interventions
which act as merely a control for the non-specific effects of therapy
(for example, time spent with therapist) were characterised as non
active comparison therapy. Some interventions such as supportive
psychotherapy or counselling varied in the degree to which they
were used as an active and structured therapy. In such cases,
allocation to the active or non active conditions was dependent
upon whether the authors had made reference to the intervention
as a control for the non-specific effects of therapy. Table 2 describes
the interventions in each trial in more detail than is possible in
Characteristics of included studies.

Fifteen trials compared CBT with non active control therapies (NA
- Davis 2008; NA - Drury 2000; NA - Haddock 2009; NA - Jackson
2008; NA - Kemp 1998; NA - Lewis 2002; NA - Lewis 2002 (L); NA -
Lewis 2002 (M); NA - Lewis 2002 (N); NA - Li 2015; NA - O'Donnell
2003; NA - Sensky 2000; NA - Turkington 2000; NA - Valmaggia 2005;
NA - Zhang 2015). Twenty-one trials described active comparison
therapies (A - Bechdolf 2004; A - Buchkremer 1997; A - Cather
2005; A - Durham 2003; A - Garety 2008; A - Granholm 2013; A -
Granholm 2014; A - Haddock 1999; A - Jiang 2010; A - Klingberg
2012; A - Lecomte 2008; A - Levine 1998; A - Li 2014; A - Li 2015; A
- Li 2015b; A - Ma 2012; A - Penn 2009; A - Pinto 1999; A - Tarrier
1999; A - Velligan 2014; A - Wittorf 2010), the most common being
psychoeducation and supportive therapy or counselling. Notably,
two trials used particularly well-defined non CBT interventions. A
- Garety 2008 reported outcomes compared with family therapy
and A-Klingberg 2012 reported outcomes compared with cognitive
remediation therapy.

4. Outcomes
4.1 Global state outcomes

Relapse data were reported in seven trials (A - Bechdolf 2004; NA
- Drury 2000; A - Garety 2008; A - Haddock 1999; NA - Lewis 2002;
A - Tarrier 1999; NA - Valmaggia 2005). However, different studies
used varied criteria forrelapse. Forexample, A - Garety 2008 defined
relapse as "the re-emergence of, or significant deterioration in,
positive psychotic symptoms of at least moderate degree persisting
for at least 2 weeks", whereas A - Bechdolf 2004 defined relapse
as "a rating of at least 5 and a 2-point increase compared with the
previous assessment in at least one of the items of the Positive
Syndrome Subscale of the PANSS".

Eight trials reported data relating to rehospitalisation (A - Bechdolf
2004; A - Buchkremer 1997; NA - Drury 2000; NA - Jackson 2008; A -
Klingberg 2012; NA - Lewis 2002; A - Penn 2009; NA - Sensky 2000).

A few trials also used scales to report global state outcomes. Brief
descriptions of these scales are below.

The Global Assessment Scale (GAS) (Endicott 1976)

This scale rates people from zero to 100 on a continuum from
psychological or psychiatric sickness to health (high = good). A -
Durham 2003 used this scale and reported useable data.

The Global Assessment of Functioning (GAF) (Greenberg 2005)

GAF is a 90-point rating scale that assesses psychological, social
and occupational functioning. A high score indicates a better
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outcome. Threetrials used this scale (NA - Haddock 2009; NA - Kemp
1998; NA - O'Donnell 2003) and reported useable data.

4.2 Mental state outcomes

Seven trials reported important or reliable change in mental health
(A - Bechdolf 2004; A - Cather 2005; NA - Drury 2000; A - Durham
2003; A - Garety 2008; NA - Sensky 2000; A - Tarrier 1999). The
definitions of important or reliable change varied between the
trials. For example, A - Bechdolf 2004 defined clinically important
change as greater than two standard deviations on the Positive and
Negative Syndrome Scale (PANSS) global score and a statistically
significant Reliable Change Index (RCI), A - Cather 2005 defined
important or reliable change as a clinically significant reduction
of positive symptoms, which is a 20% reduction in PANSS positive
factor score, and A - Garety 2008 defined important or reliable
change as partial or full remission of symptoms without further
episode. NA - Sensky 2000 defined reliable change as greater than
50% improvement and reported outcomes at 18 months from
the Comprehensive Psychiatric Rating Scale (CPRS) (CBT 29/46,
Befriending 17/44), Montgomery Asberg Depression Rating Scale
(MADRS) (CBT 31/46, Befriending 22/44) and the Scale for the
Assessment of Negative Symptoms (SANS) (CBT 23/46, Befriending
23/44). For the purpose of this review, the frequency of reliable
change was averaged across these three outcome measures.

It was common for trialists to report continuous measures of mental
state outcomes. Brief descriptions of scales used by the trials to
report mental state outcomes are below.

Brief Psychiatric Rating Scale - BPRS (Overall 1962)

The BPRS is a brief rating scale used to assess the severity of a
range of psychiatric symptoms, including psychotic symptoms. The
most commonly used version of the scale has 18 items, which are
rated from one if not present to seven with high scores indicating
poorer functioning. Each item can be defined on a seven-point scale
varying from 'not present' to 'extremely severe'. A- Haddock 1999, A
-Lecomte 2008; NA - Kemp 1998 and A - Pinto 1999 reported useable
data from the BPRS. NA - Jackson 2008 reported the positive
symptoms sub-scale of the BPRS, but these data were skewed and
were not pooled within the meta-analysis.

Positive and Negative Syndrome Scale (PANSS) (Kay 1987)

This scale is designed to assess the positive symptoms
(i.e. delusions, conceptual disorganisation, hallucinations,
hyperactivity, grandiosity, suspiciousness/persecution and
hostility), negative symptoms (i.e. blunted affect, emotional
withdrawal, poor rapport, passive/apathetic social withdrawal,
difficulty in abstract thinking, lack of spontaneity and flow of
conversation, stereotyped thinking), and general psychopathology
(i.e. somatic concern, anxiety, depression, guilt, tension,
mannerisms and posture, motor retardation, unco-operativeness,
unusual thought content, disorientation, attentional problems,
lack of judgement and insight, disturbance of volition, poorimpulse
control, preoccupation and active social avoidance). This scale was
used by A - Bechdolf 2004, A - Cather 2005, NA - Haddock 2009, A -
Levine 1998, NA - Lewis 2002, A - Penn 2009, NA - Valmaggia 2005,
A - Garety 2008, A - Granholm 2013, A - Granholm 2014, A - Durham
2003, NA - O'Donnell 2003, and a Chinese version was used by A
- Li 2014 and NA - Li 2015. A - Levine 1998 reported the positive
symptoms sub-scale of the PANSS, but these data were skewed and
were not pooled within the meta-analysis.

Comprehensive Psychiatric Rating Scale - CPRS (Asberg 1978)

The Comprehensive Psychiatric Rating Scale is a general psychiatric
rating scale. NA - Sensky 2000 used this scale and reported useable
data.

Psychotic Symptom Rating Scale - PSYRATS (Haddock 1999b)

This scale is used to assess dimensions of hallucinations and
delusions. PSYRATS consists of two scales designed to rate auditory
hallucinations and delusions. The items are rated on a five-point
ordinal scale (zero to four).The auditory hallucinationsareonan 11-
item scale. Itemsinclude frequency, duration, severity and intensity
of distress, controllability, loudness, location, beliefs about origin
of voices. This scale was used by A - Cather 2005, A - Durham
2003, NA - Haddock 2009, NA - Lewis 2002, and A - Penn 2009. The
delusions sub-scale is a six-item scale that assesses dimensions
of delusions. The items include preoccupation, distress, duration,
conviction, intensity of distress and disruption. NA - Lewis 2002
reported useable data from this scale. This scale was also used by
A - Cather 2005, A - Durham 2003, NA - Haddock 2009, and A - Penn
2009 used this scale but reported skewed data.

Scale for the Assessment of Positive Symptoms (SAPS) (Andreasen
1984)

SAPS is a rating scale to measure positive symptoms in
schizophrenia. The scale is split into four domains, and within each
domain separate symptoms are rated from zero (absent) to five
(severe). Higher score indicates worse outcome.

Scale for the Assessment of Negative Symptoms (SANS) (Andreasen
1984)

The SANS is designed to assess the negative symptoms of
schizophrenia. This six-point scale gives a global rating of the
following negative symptoms: alogia, affective blunting, avolition-
apathy, anhedonia-asociality and attention impairment. Higher
scores indicate more symptoms. A - Pinto 1999 and A - Tarrier 1999
reported useable data from this scale. NA - Jackson 2008 and NA -
Sensky 2000 used this scale but reported skewed data.

Symptom Checklist 90 (SCL - 90) (Derogatis 1975)

SCL - 90 is a relatively brief self-report psychometric instrument
(questionnaire). It consists of 90 items, yielding nine scores
along primary symptom dimensions and three scores among
global distress indices. The primary symptom dimensions that are
assessed are somatisation, obsessive-compulsive, interpersonal
sensitivity, depression, anxiety, hostility, phobic anxiety, paranoid
ideation, psychoticism, and a category of "additional items" which
helps clinicians assess other aspect of the clients symptoms. A - Li
2015 used this scale and reported useable data.

Beck Depression Inventory (BDI) (Beck 1961)

This is a 21-item, self-report questionnaire which measures the
intensity of depressive symptoms. A - Granholm 2013, A - Granholm
2014, A- Garety 2008 and A - Penn 2009 used this scale but reported
skewed data.

Montgomery Asberg Depression Rating Scale (MADRS) (Montgomery
1979)
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This depression rating scale is designed to be sensitive to change.
It was developed using a 65-item comprehensive psychopathology
scale to identify the 17 most commonly occurring symptoms in
primary depressive illness. Ratings are on 10 items, with higher
score indicating poor outcome. Maximum score is 30. NA - Sensky
2000 used this scale, but reported skewed data.

Hamilton Rating Scale for Depression (HAMD) (Hamilton 1967)

The HAMD is 17-item scale used to assess the severity of depression.
Each item was rated on three- or five-point scale. Higher score
indicates severe depression. A - Li 2015b used this scale and
reported useable data.

Rosenberg Self-Esteem Scale (RSES) (Rosenberg 1965)

This is a 10-item, self-rated measure of self-esteem. A - Penn 2009
and A- Lecomte 2008 used this scale, but A - Lecomte 2008 reported
skewed data.

Stigma Scale for Mental Illness (SSM1) (King 2007)

SSMI is a 28-item scale to assess the stigma in mental illness. Each
item was rated on five-point scale (from zero to four), with higher
score indicating poor self-esteem. A - Li 2015b used this scale and
reported useable data.

Beck Anxiety Inventory (BAI) (Beck 1988)

This is a 21-item, self-report questionnaire which measures the
intensity of depressive symptoms. A - Garety 2008 and A - Granholm
2013 used this scale, but reported skewed data.

Hamilton Anxiety Rating Scale (HAMA) (Hamilton 1976

The HAMA is a 14-item psychological questionnaire to assess the
severity of anxiety. Each item was rated on five-point scale, with a
possible total score varying from zero to 56. Higher score indicates
severe anxiety. A - Jiang 2010 used this scale and reported useable
data.

Self-Rating Anxiety Scale (SARS) (Zung 1971)

SARS is a 20 items self-report scale to measure the level of anxiety.
Four groups of symptoms were rated: central nervous system,
motor, cognitive, and automatic symptoms. The overall score
ranged from 20 to 80, with higher score indicating more severe
anxiety. Useable data from this scale were reported by A - Li 2015b.

Yale-Brown Obsessive Compulsive Scale (Y-BOCS) (Goodman 1989)

This is a 10-item, clinician-rated scale, which measures the severity
of symptoms of obsessive-compulsive disorder. Each item was
rated from zero (no symptoms) to four (extreme symptoms). A -
Jiang 2010 used this scale and reported useable data.

Novaco Anger Scale (NAS) (Novaco 2003)

This is a 48-item, self-report questionnaire measuring cognitive,
behaviour and arousal aspects of anger. NA - Haddock 2009 used
this scale and reported useable data.

Novaco Provocation Inventory (NPI) (Novaco 2003)

This is a 25-item, self-report questionnaire measuring triggers or
provocations to anger. NA - Haddock 2009 used this scale but
reported skewed data.

Ward Anger Rating Scale (WARS) (NA - Haddock 2009)

Part A consists of 18 dichotomous, weekly ratings regarding verbal
and physical behaviours associated with angerand aggression. Part
B consists of seven items regarding affective-behavioural attributes
related to anger. NA - Haddock 2009 used this scale but reported
skewed data.

Historical Clinical Risk Management - 20 (HCR - 20) (Webster 1997)

This 20-item, clinician-rated scale consists of three sub-scales (i.e.
historical factors; clinical factors; and risk factors in relation to the
future) relating to risk of violence. NA- Haddock 2009 used this scale
but reported skewed data.

4.3 Adverse effects/events

Mortality was only reported in six trials (A - Durham 2003; NA - Lewis
2002; NA - Jackson 2008; NA - O'Donnell 2003; A - Tarrier 1999;
A - Klingberg 2012), with NA - Lewis 2002 and NA - Jackson 2008
specifically reporting suicides.

Klingberg 2009 reported rates for 'No adverse effects' Twenty trials
provided information on participants who left the study early (A -
Bechdolf 2004; A - Cather 2005; NA - Drury 2000; A - Durham 2003; A
- Garety 2008; A - Haddock 1999; NA - Jackson 2008; A - Jiang 2010;
NA - Kemp 1998; A - Klingberg 2012; NA - Lewis 2002; A - Ma 2012; NA
- 0'Donnell 2003; A - Penn 2009; A - Pinto 1999; NA - Sensky 2000; A
- Tarrier 1999; NA - Valmaggia 2005; A - Velligan 2014 and A - Wittorf
2010).

4.4 Functioning outcomes

These important outcomes were not reported in binary form (able
to look after self, able to hold employment). Scales were employed
by a few trials for social and cognitive functioning plus life skills.

Social Functioning Scale (SFS) (Birchwood 1990)

This scale measures social role and behavioural functioning
across seven basic areas of community functioning: social
engagement, interpersonal behaviour, prosocial activities,
recreation, independence, employment. A - Penn 2009 used this
scale and reported useable data.

Personal and Social Performance scale (PSP) Morosini 2000

The PSP is a scale to measure social and individual performance,
which includes four domains socially useful activities, personal
and social relationships, self-care, disturbing and aggressive
behaviours. The overall score ranged from one to 100, with higher
scores represent better personal and social functioning. A - Li 2014
used this scale and reported useable data.

Maryland Assessment of Social Competence (MASC) (Bellack 2006)

MASC is a structural behavioural assessment that was used as
to measure the functional capacity domain of social competence
through conversation. A - Granholm 2014 used this scale and
reported useable data.
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Social and Occupational Functioning Assessment Scale (SOFAS)
(Brambilla 2000)

This is a clinician-rated measure of social and occupational
functioning on a continuum from excellent to grossly impaired
functioning. NA - Jackson 2008 and A - Garety 2008 used this scale
and reported useable data.

Schedule for Assessment of Insight (SAI) (David 1990)

The SAI measures three separate dimensions of insight: treatment
compliance (scale of zero to four), recognition of illness (scale of
zero to six), and re-labelling of psychotic phenomena (scale of zero
to four). Higher SAl scores indicate greater insight. A - Li 2014 and
NA - O'Donnell 2003 used this scale and reported useable data.

The Insight Scale (Birchwood 1994)

TheInsight Scale is a brief eight-item scale that determines the level
of acceptance of a psychiatric condition. A - Lecomte 2008 used this
scale and reported useable data.

Beck Cognitive Insight Scale (BCIS) (Beck 2004)

Thisis a 15-item, self-report measure of self-reflectiveness and over
confidence in the interpretation of experiences. A - Penn 2009 and
NA - Kemp 1998 used this scale but reported skewed data.

Comprehensive Module Test (CMT) (Liberman 1994)

The CMT is a assess factual knowledge about skills and the
application of skills in vignettes, however, it was adapted to assess
mastery of the specific content trained in Cognitive Behavioral
Social Skills Training (CBSST) in the study A - Granholm 2013 and
A - Granholm 2014. The total score ranged from 0 to 33 with higher
score indicating better CBSST skill acquisition.

4.5 Quality of life outcomes

Again, few trials reported on quality of life outcomes. Brief
description of scales used to report quality of life outcomes are
below.

Life Satisfaction Index (LSI) (Wallace 2002)

The LSI measures the overall life satisfaction, which incorporates
several domain on well-being, with higher score indicating more
life satisfaction. A - Granholm 2013 used this scale and reported
useable data.

European Quality of Life Questionnaire (Brazier 1993).

This is also known as the EuroQoL or the EQ-5D. This is a self-
rated measure of five dimensions of health-related quality of
life (mobility, self-care, usual activities, pain/discomfort, anxiety/
depression). A - Garety 2008 used this scale and reported useable
data.

The Quality of Life Scale (QLS) (Heinrichs 1984a)

The QLS is used to assess deficit symptoms, and is a 21-item based,
semi-structured interview scale. NA- O'Donnell 2003 used this scale
and reported useable data.

Modular System for Quality of Life (MSQoL) (Pukrop 2000)

The MSQolL is a 47-item based scale that consists of six domains:
physical health, vitality, psychosocial relationships, material
resources, affect, and leisure time. A - Bechdolf 2004 used this scale
and reported useable data.

4.6 Engagement with services

A few attitudes to medication outcomes were
Descriptions of the scales used to report these are below.

reported.

Attitude to Medication Questionnaire (AMQ)(NA - Kemp 1998)

The AMQ is a 14-item based scale, with total score ranges from zero
to 28. Higher scores indicating more positive attitudes. NA - Kemp
1998 used this scale and reported useable data.

Drug Attitude Inventory (DAI) (Hogan 1983)

The DAI reflects the participants' subjective response to
neuroleptics and attitude toward medication, with total score
ranges from zero to 30. NA - O'Donnell 2003 used this scale and
reported useable data.

Excluded studies

We excluded 69 studies (81 reports) from this review.

1. Issues relating to methods

We excluded 19 studies because they were not randomised
controlled trials (RCTs) (Arlow 1997; Bechdolf 2005b; Bouchaud
1996; Buchanan 1992; Chadwick 1994; Garety 1994; Hartman 1983;
Hodel 1994; Hogarty 1991; Jackson 1998; Kemp 1996b; Kingdon
1991; Kuipers 1996; May 1984; Perris 1992; Shon 2002; Spaulding
1992; Xie 2010).

2. Issues relating to participants

Two studies reported outcome on individuals at-risk of psychosis
(McGorry 2002; Morrison 2002), and were therefore excluded
as they do not apply directly to people with a diagnosis of
schizophrenia.

3. Issues relating to comparison

A large number of papers reported CBT compared with standard
care (Barrowclough 2001; Barrowclough 2006; Bradshaw 2000;
Castle 2002; Daniels 1998; England 2007; Garety 1998; Granholm
2005; Gumley 2003; Jackson 2001; Kuipers 2004; Lysaker 2009;
Rector 2003; Sellwood 2001; Startup 1998; Startup 2006; Turkington
2002; Turkington 2006; Wykes 2003), and were therefore excluded
from this review as they do not involve an adjunctive comparison
therapy.

4. Issues relating to intervention

Several studies reported CBT interventions as part of a broader
treatment package where it was not possible to identify the effect
of the CBT elements (Edwards 2003; Evins 2001; Haldun 2002;
Hayward 1995; Herz 2000). In particular, Anzai 2002 reported
comparisons of different types of services (community re-entry
model versus occupational rehabilitation) in which CBT had greater
or lesser involvement.

Several studies employed therapeutic strategies that did not
meet our criteria for CBT (Bach 2002; Bellucci 2002; Bradshaw
1993; Claghorn 1974; Drake 1993; Fritze 1988; Gaudiano 2006;
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Hayward 2009; Hogarty 1997; Hogarty 2004; MacPherson 1996;
Olbrich 1990; Roder 2002; Tarrier 1993; Van Der Gaag 2003; Velligan
2002; Wykes 2002). Notably, Tarrier 1993 employed coping strategy
enhancement which, although a commonly used component of
CBT, would not in itself meet our criteria for CBT. The same applied
to acceptance and commitment therapy (Bach 2002; Gaudiano
2006), which, like CBT, has a focus on cognitions. However, it aims
to help patients respond differently to their thoughts rather than
directly challenge or test out their validity. Patients are encouraged
to accept and experience their internal events non-judgmentally.
Accordingly, this treatment would not meet our criteria for CBT.
Personal therapy (Hogarty 1997), like CBT, aims to prevent relapse
and promote personal and social adjustment. However, personal
therapy differs from CBT in that it consists of psychoeducation
awareness of early signs, supportive therapy techniques, social
skills training, the teaching of coping strategies, without an explicit
focus on beliefs and cognitive restructuring. Accordingly, this

treatment would not meet our criteria for CBT. A - Lecomte 2008
investigated a group-based CBT intervention, but which did not
meet our criteria. Grawe 2006 reported a integrated treatment
involving CBTand skill training, which we did not consider eligible.

Seven papers (Bellucci 2002; Fritze 1988; Hogarty 2004; Olbrich
1990; Van Der Gaag 2003; Velligan 2002; Wykes 2002) reported the
use of therapeutic strategies designed to overcome intellectual
and memory deficits associated with schizophrenia rather than
psychotic symptoms, beliefs or cognitive distortions.

5. Issues relating to outcome data

A paper by Wirshing 1992 was excluded because the author did not
report data in each group separately .

Risk of bias in included studies

For graphical representation please see Figure 4 and Figure 5.
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Figure 4. 'Risk of bias' summary: review authors' judgements about each 'Risk of bias' item for each included

study.
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Allocation

All of the 33 included trials reported some form of randomisation.
Twenty-five reported adequate sequence generation, whist the
remaining trial provided insufficient information to rate this
particular bias.

Allocation was concealed in 17 studies, with the remaining studies
not providing enough information to rate this bias.

Blinding

With respect to blinding of participants and personnel
(performance bias) three trials (NA - Drury 2000; NA - Haddock
2009; NA - Turkington 2000) reported attempts at blinding. As
noted previously, it is extremely difficult to blind participants and
personnel in interventions that require active engagement and
participation. Accordingly, the success of these trials to blinding for
performance bias remains unclear.

Twenty-five trials attempted to reduce any detection bias by
employing raters who were naive to allocation (A - Cather 2005; A
- Durham 2003; A - Garety 2008; A - Granholm 2013; A - Granholm
2014; A - Haddock 1999; A - Klingberg 2012; A - Lecomte 2008; A -
Levine 1998; A - Li 2014; A - Li 2015; A - Ma 2012; A - Penn 2009; A
- Tarrier 1999; A - Velligan 2014; A - Wittorf 2010; NA - Drury 2000;
NA - Haddock 2009; NA - Jackson 2008; NA - Kemp 1998; NA - Lewis
2002; NA - O'Donnell 2003; NA - Sensky 2000; NA - Turkington 2000;
NA - Valmaggia 2005). One trial (A - Buchkremer 1997) reported that
"Data recorded by trained project staff who were not blind with
respect to the group of allocation". The remaining trials did not
provide sufficient information and were rated as "unclear risk".

Incomplete outcome data

Seven studies were rated as high risk regarding incomplete data (A-
Granholm 2013; A - Granholm 2014; A - Lecomte 2008; A - Ma 2012;A
- Tarrier 1999; A - Wittorf 2010; NA - Kemp 1998). In the study NA
- Kemp 1998, overall, 35% of participants were lost to follow-up;
28% from the compliance therapy group and 43% from the control
group. Of the 200 participants randomised in the trial by A - Ma
2012, 32 participants left the study early and 48 participants were
excluded from the final analysis due to invalid data. Thirty three
out of seventy seven participants dropped out from the study by A -
Wittorf 2010, and ninty-two participants (61.7%) left the study early
in A -Granholm 2014.

Selective reporting

A - Buchkremer 1997 failed to report a large number, but not all,
of their outcomes by individual groups and data were aggregated
in a manner which rendered data unsuitable for meta-analysis. We
were unable to use the Psychiatric Assessment Scale (PAS) used by
NA - Drury 2000 as the data were only reported in graphical form.
The measure of compliance reported in NA - Kemp 1998 was not
peer-reviewed and therefore could not be included. A - Ma 2012
did not report the PANSS and IBS (Irrational Beliefs Scale) scores.
A - Granholm 2013 and A - Granholm 2014 measured the mental
state by the PANSS scale, however only reported data on a modified
version of the positive symptoms scale and the total score of PANSS;
as well, the other sub-scale scores (such as negative symptoms and
general psychopathology) were not reported. NA - Turkington 2000
reported many continuous outcomes without standard deviations
(SDs) and therefore it was not possible to use these data.

Other potential sources of bias

NA - Haddock 2009 is one of the few trials to report outcome
data with regard to problem behaviours. However, a potential
source of bias in these data may result from the inclusion of
a mixed sample of in-patients and out-patients, with a greater
opportunity to observe and record aggressive behaviour in the in-
patient sample. A - Levine 1998 contained only six participants
in each of the two arms of the trial. Such a small trial could not
guarantee that randomisation would be adequate to control for
idiosyncratic participant characteristics. NA - Jackson 2008 was
rated as high risk of other bias due to the imbalanced baseline
characteristics.

Effects of interventions

See: Summary of findings for the main comparison CBT
compared to ALL OTHER PSYCHOLOGICAL THERAPIES for
schizophrenia

Comparison 1: Cognitive behavioural therapy (CBT) versus all
other PSYCHOSOCIAL THERAPIES

1. Global state

Four outcomes were reported as indicators of global state; relapse,
rehospitalisation, Global Assessment of Functioning (GAF) Scale,
and Global Assessment Scale (GAS).

1.1.Global state: 1. Relapse

Seven trials reported data on relapse. (Analysis 1.1)

1.1.1 Short term

NA - Valmaggia 2005 reported relapse at short-term follow-up.
No clear difference between CBT and a non active psychosocial
therapy was observed in the short term (risk ratio (RR) 0.72, 95%
confidence interval (Cl) 0.05 to 11.02; participants = 62; studies = 1).

1.1.2 Medium term

A - Bechdolf 2004 and NA - Valmaggia 2005 reported relapse at
medium-term follow-up. No clear difference between CBT and
other psychosocial therapies was observed (RR 1.01, 95% CI 0.56 to
1.81; participants = 150; studies = 2).

1.1.3 Long term

Five studies (NA - Drury 2000; A - Garety 2008; A - Haddock 1999;
NA - Lewis 2002; A - Tarrier 1999) reported relapse at long-term
follow-up . No clear difference between CBT and other psychosocial
therapies was observed (RR 1.05,95% Cl 0.85 to 1.29; participants =
375; studies = 5; low-quality evidence).

1.2 Global state: 2. Average endpoint score (various scales, high =
good)

Four trials reported global state data as endpoint scores from the
GAS and the GAF scales. (Analysis 1.2).

1.2.1 GAS - medium term

A - Durham 2003 reported medium-term data. No clear differences
between CBT and an active other psychosocial therapy was
observed (mean difference (MD) -0.60, 95% Cl -4.93 to 3.73;
participants = 38; studies = 1).
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1.2.2 GAS - long term

A-Durham 2003 also reported long-term data. No clear differences
between CBT and an active other psychosocial therapy was
observed (MD -0.50, 95% Cl -7.63 to 6.63; participants = 30; studies
=1).

1.2.3 GAF - short term

NA - Haddock 2009 and NA - Kemp 1998 reported short-term data.
When compared with inactive psychosocial therapies, a positive
effect favouring CBT was observed (MD 9.02, 95% Cl 4.29 to 13.75;
participants = 147; studies = 2).

1.2.4 GAF - long term

NA - Haddock 2009, NA - Kemp 1998 and NA - O'Donnell 2003
reported long-term data from the GAF. No effect was observed with
long-term data (MD 5.42, 95% Cl -0.37 to 11.20; participants = 175;
studies =3;12=69%). These long-term data have moderate levels of
heterogeneity (Chi2=6.54; df=2; P =0.04; 12=69%). The outlier, was
the only trial detecting a positive effect for CBT (NA - Kemp 1998).
When data from this trial were removed, from the meta-analysis,
homogeneity was restored and the result remained the same.

1.3 Global state: 3. Rehospitalisation

Eight trials reported data for rehospitalisation. (Analysis 1.3).

1.3.1 Short term

A - Penn 2009 reported rehospitalisation at short-term follow-
up. No difference between CBT and an active other psychosocial
therapy was observed (RR 0.44, 95% Cl 0.13 to 1.56; participants =
65; studies =1).

1.3.2 Medium term

A - Bechdolf 2004, A - Buchkremer 1997 and A - Penn
2009 reported rehospitalisation at medium-term follow-up. No
difference between CBT and active other psychosocial therapies
was observed (RR 0.86, 95% CI 0.57 to 1.29; participants = 344;
studies = 3).

1.3.3 Long term

Eight studies (A - Bechdolf 2004; A - Buchkremer 1997; NA - Drury
2000; NA - Jackson 2008; A- Klingberg 2012; NA - Lewis 2002 A - Penn
2009; NA - Sensky 2000) reported rehospitalisation at long-term
follow-up. No clear difference between CBT and other psychosocial
therapies was observed (RR 0.96, 95% CI 0.82 to 1.14; participants =
943; studies = 8, low-quality evidence).

Mental state

Four outcomes were reported as indicators of general mental state:
clinically important change - no improvement (defined by each
study, see Characteristics of included studies), average endpoint
total scores from British Psychiatric Rating Scale (BPRS), Positive
and Negative Symptom Scale (PANSS), and the Comprehensive
Psychiatric Rating Scale (CPRS).

1.4 Mental state: 1. General - clinically important change (no
improvement)

1.4.1 Short term

The two trials reporting useable data for no improvement in
the short term used only active therapies as their control

(psychoeducation (A - Cather 2005), and supportive counselling (A -
Tarrier 1999)). A positive effect was observed for CBT (RR 0.75, 95%
C10.58 to 0.99; participants = 87; studies = 2; Analysis 1.4).

1.4.2 Medium term

Medium-term data were reported by three trials, where both active
and non active therapies were used. No difference between CBT
and other psychosocial therapies was observed (RR 0.84, 95% ClI
0.58 to 1.23; participants = 195; studies = 3; 12 = 86%; Analysis
1.4). This subgroup also had important levels of heterogeneity.
The source of heterogeneity could not be identified, so we used a
random-effects model for analyses of these data.

1.4.3 Long term

Long-term data were reported by four trials where both active and
non active therapies were used as control interventions. (n = 249).
Again, no clear difference between CBT and other psychological
therapies was observed (RR 0.82,95% Cl 0.67 to 1.01; participants =
249; studies = 4; low-quality evidence; Analysis 1.4).

1.5 Mental state: 2. General (average endpoint total score various
scales, high = poor)

Seven trials reported on general mental state by measuring
endpoint total scores using the BPRS, the PANSS, and the (CPRS.
(Analysis 1.5)

1.5.1 BPRS - short term

A - Haddock 1999, A - Lecomte 2008 and NA - Kemp 1998
reported short-term data. No difference between CBT and other
psychosocial therapies (active and non active) was observed (MD
0.23,95% Cl -2.83 to 3.29; participants = 162; studies = 3).

1.5.2 BPRS - medium term

A - Pinto 1999 compared CBT with an active therapy (supportive
counselling) found a positive effect for CBT in the medium term (MD
-7.60, 95% CI -14.30 to -0.90; participants = 37; studies = 1).

1.5.3 PANSS - short term

A - Levine 1998, A - Li 2014, A - Penn 2009, NA - Haddock 2009, NA
- Lewis 2002, and NA - Li 2015 reported short-term data. CBT was
compared with both active and non active psychosocial therapies
in these trials. A positive effect for CBT was observed (MD -5.38,95%
Cl-7.31to -3.44; participants = 568; studies = 6; 12 = 94%), The short-
termresult had animportant level of heterogeneity (Heterogeneity:
Chi2 = 77.22; df = 5; P < 0.00001; 12 = 94%). This heterogeneity
appears to be induced by a very small study (A - Levine 1998),
after removing this trial from the meta-analysis, homogeneity was
restored and the result remains the same.

1.5.4 PANSS - medium term

A - Durham 2003, A - Li 2014, and A - Penn 2009 reported medium-
term data. CBT was compared with active psychosocial therapiesin
these trials. A positive effect for CBT was observed (MD -4.90, 95%
Cl-7.93 to -1.87; participants = 270; studies = 3)

1.5.5 PANSS - long term

Nine trials comparing CBT with both active and non active
psychosocial therapies reported long-term data. A positive effect
was found for CBT (MD -3.22, 95% Cl -5.42 to -1.01; participants =
596; studies =9).
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1.5.6 CPRS - medium term

NA - Sensky 2000 reported medium-term data using the CPRS.
No clear difference between CBT and a non active psychosocial
therapy was observed (MD -4.30, 95% CI -9.26 to 0.66; participants
=90; studies=1)

1.5.7 CPRS long term

NA - Sensky 2000 also reported long-term data using the CPRS.
No clear difference between CBT and a non active psychosocial
therapy was observed (MD -4.60, 95% CI -11.22 to 2.02; participants
=59; studies=1).

1.6 Mental state: 3a. Specific - positive symptoms (average endpoint
score PANSS sub scale, high = poor)

Twelve trials reported average endpoint scores from positive
symptom sub-scale of the PANSS (Analysis 1.6).

1.6.1 Short term

Ten trials comparing CBT with both active and non active
psychosocial therapies reported short-term data. No clear
difference was observed (MD -0.57,95% Cl -1.19 to 0.05; participants
=883; studies =10).

1.6.2. Medium term

Six trials comparing CBT with both active and non active
psychosocial therapies reported medium-term data. A positive
effect for CBT was observed (MD -1.20, 95% Cl -2.04 to -0.36;
participants = 497; studies = 6)

1.6.3 Long term

Nine trials comparing CBT with both active and non active
psychosocial therapies reported long-term data. A positive effect
for CBT was observed (MD -1.22, 95% Cl -1.96 to -0.49; participants
=602; studies =9).

1.7 Mental state: 3b. Specific - positive symptoms (average endpoint
score various scales, high = poor) - skewed data

A - Levine 1998 reported data showing an advantage for CBT
in the short-term improvement of positive symptoms. However,
these data were skewed, and we did not include in analyses, but
presented as 'Other data'. (Analysis 1.7).

1.8 Mental state: 3c. Specific - positive symptoms (average endpoint
score BPRS, high = poor) - short term

A - Lecomte 2008 reported short-term endpoint scores from the
positive symptom sub-scale of the BPRS . No clear difference
between the two treatment groups was observed (MD -0.10, 95% ClI
-0.45 to 0.25; participants = 68; studies = 1).

1.9 Mental state: 4a. Specific - hallucinations (average endpoint score
PANSS, high = poor)

Five trials (A - Penn 2009; A - Cather 2005; A - Durham 2003; NA -
Haddock 2009; NA - Lewis 2002) reported on hallucinations using
the PANSS sub scale . (Analysis 1.9).

1.9.1 Short term

One study (A - Penn 2009) reported short-term data, no difference
between CBT and an active psychosocial therapy was observed (MD
-0.90, 95% Cl -4.36 to 2.56; participants = 0; studies = 1).

1.9 2 Medium term

A-Penn 2009 also reported medium-term data, again, no difference
between CBT and an active psychosocial therapy was observed.
(MD -0.10, 95% Cl -3.83 to 3.63; participants = 0; studies = 1).

1.9.3 Long term

Two trials (A - Penn 2009; NA - Lewis 2002) reported long-term
data, and there was no clear difference between CBT and other
psychosocial therapies (MD -2.10, 95% CI -5.53 to 1.33; participants
=0; studies =2).

1.10 Mental sate: 4b. Specific - hallucinations (average endpoint score
Psychotic Symptom Rating Scale (PSYRATS), high = poor) - skewed
data

Data reported by other trials for this outcome were skewed and are
presented as 'Other data', no clear differences were observed at the
individual trial level (Analysis 1.10).

1.11 Mental state: 5a. Specific - delusions (average endpoint score
PSYRATS, high = poor) - long term

Five trials reported endpoint scores from the delusions sub scale
of the PSYRATS, but data were useable from one trial only. NA -
Lewis 2002 show no clear difference between CBT and a non active
psychosocial therapies at long term (MD -1.04, 95% Cl -3.27 to 1.19;
participants = 0; studies = 1; Analysis 1.11).

1.12 Mental sate: 5b. Specific - delusions (average endpoint score
PSYRATS, high = poor) - skewed data

Four trials reported skewed data for this outcome. No clear
differences between CBT and other psychosocial therapies in the
short term (four RCTs), medium term (two RCTs) or long term (three
RCTs) were observed at the individual trial level. (Analysis 1.12).

1.13 Mental state: 6a. Specific - negative symptoms (average endpoint
score PANSS, high = poor)

Eleven trials reported endpoint scores using the Negative Symptom
sub scale of the PANSS. (Analysis 1.13).

1.13.1 Short term

No clear difference between CBT and other psychosocial therapies
was observed in the short term (MD -0.07, 95% Cl -0.76 to 0.61;
participants = 581; studies = 7)

1.13.2 Medium term

No clear difference between CBT and other psychosocial therapies
was observed in the medium term (MD -0.52, 95% CI -1.42 to 0.39;
participants = 359; studies = 4)

1.13.3 Long term

No clear difference between CBT and other psychosocial therapies
was observed in the long term (MD -0.84, 95% CI -1.67 to 0.00;
participants = 548; studies = 8).

1.14 Mental state: 6b. Specific - negative symptoms (average endpoint
score PANSS, high = poor) - skewed data

A - Levine 1998 also measured negative symptoms by using PANSS
sub scale, and found a positive effect for CBT; however, we did not
include this very small trial in the meta-analysis due to skewed
data.
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1.15 Mental state: 6¢c. Specific - negative symptoms - average endpoint
score (Scale for the Assessment of Negative Symptoms (SANS), high =
poor)

Four trials (NA - Jackson 2008; A - Pinto 1999; NA - Sensky 2000; A
- Tarrier 1999) reported endpoint scores on the SANS. Two studies
reported useable data. (Analysis 1.15)

1.15.1 Short term

No clear difference between CBT and an active psychosocial
therapy was observed for this outcome in the short term (MD -0.36,
95% Cl -3.25 to 2.53; participants = 45; studies = 1).

1.15.2 Medium term

No clear difference between CBT and an active psychosocial
therapy was observed for this outcome in the medium term (MD
-6.60, 95% Cl -19.01 to 5.81; participants = 37; studies = 1).

1.15.3 Long term

No clear difference between CBT and an active psychosocial
therapy was observed for this outcome in the long term (MD 0.49,
95% Cl -2.19 to 3.17; participants = 44; studies = 1).

1.16 Mental state: 6d. Specific - negative symptoms (average endpoint
score SANS, high = poor) - skewed data

Skewed data on negative symptoms were reported by two studies
(NA - Jackson 2008; NA - Sensky 2000) and are presented as 'Other
data' (Analysis 1.16).

1.17 Mental state: 6e. Specific - negative symptoms (average endpoint
score BPRS sub scale, high = poor) - short term

A - Lecomte 2008 reported short-term data for this outcome; no
difference between treatment groups was observed (MD 0.10, 95%
Cl1-0.31to 0.51; participants = 68; studies = 1; Analysis 1.17).

1.18 Mental state: 7a. Specific - affective symptoms (average endpoint
score PANSS sub scale, high = poor)

Eight trials reported endpoint scores from the general
psychopathology sub scale of the PANSS. (Analysis 1.18

1.18.1 Short term

Six trials compared CBT with active and non active psychosocial
therapies. A positive effect for CBT was observed at short term (MD
-3.38, 95% Cl -4.62 to -2.13; participants = 400; studies = 6). This
short-term effect had an important level of heterogeneity (Chi? =
88.55; df = 5; P <0.00001; 12 = 94%). This heterogeneity appears to
be induced by a very small study (A - Levine 1998). After removing
this trial from the meta-analysis, the result changed to no clear
difference between treatment groups.

1.18.2 Medium term

Three trials compared CBT with active and non active psychosocial
therapies. No clear difference was observed at medium term (MD
-0.94, 95% CI -2.75 to 0.88; participants = 194; studies = 3).

1.18.3 Long term

Seven trials compared CBT with active and non active psychosocial
therapies. No clear difference was observed at long term (MD -0.94,
95% CI -2.28 to 0.40; participants = 379; studies = 7).

1.19 Mental state: 7b. Specific - affective symptoms (average endpoint
score Symptom Checklist (SCL)90, total, high = poor) - long term

A - Li 2014 reported long-term endpoint scores from SCL90. A
positive effect, favouring the control groups (active psychosocial
therapies of family intervention and occupational therapy) was
observed (MD 8.26,95% Cl 1.77 to 14.74; participants = 134; studies
=1). (Analysis 1.19).

1.20 Mental state: 8a. Specific - depression (average endpoint score
BDI, high = poor) - skewed data

Three trials reported outcomes using the Beck Depression Scale
(BDI). CBT was compared with enhanced supportive therapy (A
- Penn 2009), and group goal-focused supportive contact (A -
Granholm 2013; A- Granholm 2014). However, as data were skewed
we did not pool them in the meta-analysis but presented as 'Other
data’ No clear difference between CBTand other therapies was
observed in the individual studies. (Analysis 1.20).

1.21. Mental state: 8b. Specific - depression (average endpoint score
Montgomery-Asberg Depression Rating Scale (MADRS), high = poor)

NA - Sensky 2000 measured depressive symptomatology using the
MADRS and compared CBT with a non active control therapy. We
could not use these data in analyses as they were skewed and we
presented as 'Other data'. (Analysis 1.21).

1.22 Mental state: 8c. Specific - depression (average endpoint score
Hamilton Rating Scale for Depression (HAMD), high = poor) - short
term

One trial, compared CBT with an active control, and reported
endpoint scores from the HAMD an effect favouring CBT that was
observed in the short term (1 RCT, N =95, MD -3.92, Cl -4.96 to -2.88;
Analysis 1.22).

1.23 Mental state: 9a. Specific - self-esteem (average endpoint score
Rosenberg Self-Esteem Scale (RSES), high = poor)

A - Penn 2009 presented data for self-esteem using the RSES.
(Analysis 1.23).

1.23.1 Short term

No clear difference between CBT and an active psychosocial
therapy was observed at short term (MD 1.60, 95% CI -0.93 to 4.13;
participants = 65; studies = 1).

1.23.2 Medium term

No clear difference between CBT and an active psychosocial
therapy was observed at medium term (MD 0.80, 95% Cl -2.17 to
3.77; participants = 65; studies = 1).

1.23.3 Long term

No clear difference between CBT and an active psychosocial
therapy was observed at long term (MD 1.70, 95% CI -1.79 to 5.19;
participants = 65; studies = 1).

1.24. Mental state: 9b. Specific - self-esteem (average endpoint score
RSES, high = poor) - skewed data

A - Lecomte 2008 also presented self-esteem data from RSES, but
these were skewed and are presented as 'Other data' (Analysis
1.24).
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1.25. Mental health: 10. Specific - self-stigma (average endpoint score
Stigma Scale for Mental Illness (SSMI), high = poor) - short term

One study reported endpoint scores from the SSMI. An effect
favouring CBT was observed in the short term (MD -8.64, Cl -11.86
to -5.42; participants = 95; studies = 1; Analysis 1.25).

1.26. Mental state: 11a. Specific - anxiety (average endpoint score
Beck Anxiety Inventory (BAl), high = poor) - skewed data

Two studies reported skewed data from the BAI for this outcome,
and are presented as 'Other data' (Analysis 1.26).

1.27 Mental state: 11b. Specific - anxiety (average endpoint score
Hamilton Anxiety Scale (HAMA), high = poor) - short term

One trial compared CBT with an active psychosocial therapy and
measured anxiety using the HAMA. A positive effect was observed
for CBT at short tem (MD -5.78, 95% Cl -8.79 to -2.77; participants =
65; studies = 1; Analysis 1.27)

1.28 Mental state: 11c. Specific - anxiety (average endpoint score Self
Rating Anxiety Scale (SRAS), high = poor) - long term

A - Li 2015b measured anxiety using the SRAS, a positive effect for
CBT was observed at long term (MD -2.89, 95% Cl -4.53 to -1.25;
participants = 95; studies = 1; Analysis 1.28).

1.29 Mental state: 12a. Specific - clinically important change -
Obsessive Compulsive Disorder

A - Jiang 2010 observed a positive effect for CBT at short term (RR
0.29, 95% CI 0.12 to 0.68; participants = 65; studies = 1). (Analysis
1.29).

1.30 Mental state: 12a. Specific - Obessive Compulsive Disorder
(average endpoint score Yale-Brown Obsessive Compulsive Scale (Y-
BOCS), high = poor) - short term

A-Jiang2010 also presented average endpoint scores for Obsessive
Compulsive Disorder using the Y-BOCS. A positive effect for CBT
was observed (MD -13.55,95% Cl -15.43 to -11.67; participants = 65;
studies = 1; Analysis 1.30).

1.31 Mental state: 13. Specific - anger/aggression (Novaco Anger Scale
(NAS), high = poor)

A - Haddock 1999 presented endpoint scores for anger/aggression
using the NAS. (Analysis 1.31).

1.31.1 Short term

No clear differences between CBT and an active psychosocial
therapy was observed at short term (MD 2.10, 95% Cl -5.70 to 9.90;
participants = 77; studies = 1).

1.31.2 Long term

No clear differences between CBT and an active psychosocial
therapy was observed at long term (MD -1.05, 95% CI -9.56 to 7.46;
participants = 77; studies = 1).

1.32 Mental state: 14. Specific - problem behaviours (endpoint scores
various scales, high = poor) - skewed data

Skewed data for this outcome were reported from the NPI, the
Ward Anger Rating Scale (WARS), and the Historical Clinical Risk
Management-20 scale They are presented as 'Other data'. (Analysis
1.32).

1.33 Mental state: 15. Specific - thought disturbances (average
endpoint score PANSS sub scale, high = poor) - skewed data

Skewed data for this outcome are presented as 'Other

data' (Analysis 1.33).

Adverse Effects

Adverse effect reporting was limited with trials providing useable
data for only two outcomes.

1.34 Adverse effect/event (s): 1. Number of events

A - Ma 2012 and A - Klingberg 2012 reported incidence of adverse
events. Analysis 1.34

1.34.1 Short term

Participants in the CBT group experienced fewer adverse events in
the short term (RR 1.36, 95% CI 1.04 to 1.79; participants = 120;
studies =1).

1.34.2 Long term

There was no clear difference between CBT and active psychosocial
therapiesin the long term (RR 0.95, 95% CI 0.87 to 1.03; participants
=198; studies =1).

As short -and long-term outcomes were derived from separate
studies it was not possible to separate the effect of trial
methodology from true longitudinal differences.

1.35 Adverse effect/event (s): 2. Death - any cause

Six studies reported 14 deaths, with NA - Lewis 2002 and NA
- Jackson 2008 specifically reporting suicides. Others reported
natural or accidental deaths (A - Durham 2003; A - Klingberg 2012;
NA - O'Donnell 2003; A - Tarrier 1999). There were nine deaths in
the CBT intervention groups and five deaths in other psychosocial
therapies groups, with no clear difference observed between the
two treatments (RR 1.57, 95% CI 0.62 to 3.98; participants = 627;
studies = 6, low-quality evidence) (Analysis 1.35).

Functioning

Studies reported data for social functioning, cognitive functioning
and life skills.

1.36 Functioning: 1a. Social functioning (average endpoint scores
various scales, high = good)

Two studies reported average endpoint scores from the Social
Functioning Scale (SFS) and Social and Occupational Functioning
Assessment Scale (SOFAS). (Analysis 1.36).

1.36 1. SFS - short term

A - Penn 2009 reported data from the SFS and observed no clear
difference between CBT and an active psychosocial therapy in the
shortterm (MD 5.40, 95% CI -5.18 to 15.98; participants = 65; studies
=1).

1.36 2. SFS - medium term

A - Penn 2009 reported data from the SFS and observed no clear
difference between CBTand an active psychosocial therapy in the
medium term for this outcome (MD 7.20, 95% CI -3.46 to 17.86;
participants = 65; studies = 1).
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1.36 .3 SFS - long term

A - Penn 2009 reported data from the SFS and observed no clear
difference between CBT and an active psychosocial therapy in
the long term for this outcome (MD 8.80, 95% ClI -4.07 to 21.67;
participants = 65; studies = 1; very low-quality evidence).

1.36.4 Personal and Social Performance Scale (PSP) - short term

A-Li2014 reported average endpoint scores from SOFAS. There was
no observable difference between CBT and an active psychosocial
therapy in the short term (MD 3.28,95% CI-0.50 to 7.06; participants
=165; studies =1).

1.36.5 PSPS - medium term

A-Li2014 reported average endpoint scores from SOFAS. A positive
effect for CBT was observed in the medium term (MD 6.72, 95% Cl
2.18 to 11.26; participants = 162; studies = 1).

1.36.6 - long term

A-Li2014 reported average endpoint scores from SOFAS. A positive
effect for CBT was observed in the long term (MD 9.35, 95% Cl 4.66
to 14.04; participants = 168; studies = 1).

1.37 Functioning: 1b. Social functioning (average endpoint score
Social and Occupational Functioning Assessment Scale (SOFAS), high
=poor)

Three studies reported social functioning data using SOFAS
(Analysis 1.37.

1.37.1 short term

NA - Jackson 2008 observed no clear difference between CBT and
a non active psychosocial therapy at short term (MD 5.09, 95% CI
-1.21 to 11.39; participants = 62; studies =1) .

1.37.2 long term

A - Garety 2008 and NA - Jackson 2008 also found no observable
difference between CBT and other psychosocial therapies for this
outcome (MD 1.32, 95% ClI -4.90 to 7.54; participants = 103; studies
=2).

1.38 Functioning: 2a. Cognitive - insight (average endpoint scores
various scales, high = good)

Two trials (A - Li 2014; NA - O'Donnell 2003) reported data from the
Schedule for Assessing Insight (SAl) and A - Lecomte 2008 reported
data using the Insight Scale (IS) (Analysis 1.38)

1.38.1 SAl - short term

No difference between CBT and an active psychosocial therapy
was observed in the short term (MD 0.91, 95% CI -0.27 to 2.09;
participants = 165; studies = 1).

1.38.2 SAl - medium term

A - Li 2014 observed a positive effect for CBT in the medium term
(MD 1.27,95% CI 0.09 to 2.45; participants = 162; studies = 1).

1.38.3 SAI - long term

No difference between CBT and other psychosocial therapies
was observed in the long term (MD 1.00, 95% Cl -0.01 to 2.00;
participants = 218; studies = 2).

1.38.4 1S - short term

No difference between CBT and an active psychosocial therapy was
observed onthe S scale (MD-0.60,95% CI-2.17 to 0.97; participants
=68; studies=1).

1.39 Functioning: 2b. Cognitive - insight (average endpoint scores
Beck Cognitive Insight Scale (BCIS), average endpoint score SAl, high =
good) - skewed data

One trial (A - Penn 2009) reported skewed data from the BCIS and
another trial (NA - Kemp 1998) reported skewed data from the SAl
These data are presented as 'Other data' (Analysis 1.39).

1.40 Functioning 3. Life skills - skills acquisition (average endpoint
score Comprehensive Module Test (CMT), high = good) - skewed data

Two trials (A - Granholm 2013; A - Granholm 2014) reported data
on skills acquisition using CMT These data are skewed and are
presented as 'Other data' (Analysis 1.40).

Quality of life

Three trials measured quality of life (general) using the Life
Satisfaction Index (LSI), European Quality of Life Questionnaire
(EuroQol) and the Quality of Life Scale (QoL) scales. (Analysis 1.41).

1.41 Quality of life: 1a. General (average endpoint scores, various
scales, high = good)

1.41.1LSI - short term

A-Granholm 2013 did not observe any difference between CBT and
an other active psychosocial therapy for this outcome in the short
term (MD 0.30, 95% CI -1.75 to 2.35; participants = 60; studies = 1).

1.41.2 LSI - medium term

A - Granholm 2013 did not observe any difference between CBT
and an other active psychosocial therapy for this outcome in the
medium term (MD 0.60, 95% Cl -1.59 to 2.79; participants = 58;
studies =1).

1.41.3LSI - long term

A-Granholm 2013 did not observe any difference between CBT and
an other active psychosocial therapy for this outcome in the long
term (MD 1.70, 95% CI -0.50 to 3.90; participants = 51; studies = 1).

1.41.4 EuroQol - long term

A - Garety 2008 reported on changes in general quality of life using
average endpoint scores from the EuroQOL. There was no clear
differences in EuroQOL scores between CBT and an other active
psychosocial therapy in the long term (MD -1.86, 95% CI -19.20 to
15.48; participants = 37; studies = 1).

1.41.5 The QoL scale - long term

NA - O'Donnell 2003 reported on changes in general quality of
life using average endpoint scores using the QoL scale. There was
no clear difference between CBT and a non active psychosocial
therapy for this outcome (MD -3.40, 95% Cl -16.25 to 9.45;
participants = 50; studies = 1).

1.41.6 Modular System for Quality of Life (MSQoL) - short term

A - Bechdolf 2004 reported changes in general quality of life using
average endpoint scores from the MSQoL scale, no differences
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were observed at short term (MD -1.80, 95% CI -13.77 to 10.17;
participants = 63; studies = 1).

1.41.7 MSQoL - medium term

A - Bechdolf 2004 reported changes in general quality of life using
average endpoint scores from the MSQoL scale, no differences
were observed at medium term (MD -4.50, 95% CI -15.66 to 6.66;
participants = 64; studies = 1; very low quality)

1.42 Quality of life: 2a. Specific (average endpoint score MSQoL, high =
good) - short term

A - Bechdolf 2004 reported short-term data for specific aspects of
quality of life, using the MSQoL. (Analysis 1.42).
1.42.1 physical health

No clear difference was observed between CBT and an active
psychosocial therapy for this outcome (MD 2.20, 95% Cl -7.81 to
12.21; participants = 63; studies = 1).

1.42.2. vitality

No clear difference was observed between CBT and an active
psychosocial therapy for this outcome (MD 0.30, 95% Cl -9.80 to
10.40; participants = 63; studies = 1).

1.42.3 psychosocial

No clear difference was observed between CBT and an active
psychosocial therapy for this outcome (MD 0.60, 95% Cl -10.25 to
11.45; participants = 63; studies = 1).

1.42.4 material

No clear difference was observed between CBT and an active
psychosocial therapy for this outcome (MD 3.70, 95% Cl -6.79 to
14.19; participants = 63; studies = 1).

1.42.5 spare time

No clear difference was observed between CBT and an active
psychosocial therapy for this outcome (MD 0.70, 95% Cl -12.73 to
14.13; participants = 63; studies = 1).

1.42.6 affective

No clear difference was observed between CBT and an active
psychosocial therapy for this outcome (MD -5.90, 95% CI -15.81 to
4.01; participants = 63; studies = 1).

1.43 Quality of life: 2a. Specific (average endpoint score MSQoL, high =
good) - short term

A - Bechdolf 2004 reported medium-term data for specific aspects
of quality of life, again using the MSQoL. (Analysis 1.43).

1.43.1 physical health

No clear difference was observed between CBT and an active
psychosocial therapy (MD -5.00, 95% ClI -15.93 to 5.93; participants
=64; studies=1).

1.43.2. vitality

No clear difference was observed between CBT and an active
psychosocial therapy (MD -7.20, 95% CI -17.22 to 2.82; participants
=64; studies=1).

1.43.3 psychosocial

No clear difference was observed between CBT and an active
psychosocial therapy (MD -7.10, 95% ClI -16.42 to 2.22; participants
=64; studies=1).

1.43.4 material

No clear difference was observed between CBT and an active
psychosocial therapy (MD -3.40,95% CI-17.05 to 10.25; participants
=64; studies=1).

1.43.5 spare time

No clear difference was observed between CBT and an active
psychosocial therapy (MD 5.70, 95% Cl -4.71 to 16.11; participants
=64; studies=1).

1.43.6 affective

No clear difference was observed between CBT and an active
psychosocial therapy (MD -6.20, 95% ClI -15.76 to 3.36; participants
=64; studies=1).

1.44 Satisfaction with treatment: 1. Leaving the study early

Twenty-six trials reported data on participants leaving the trial
early and a clear difference, favouring CBT was observed (RR 0.86,
95% Cl 0.75 to 0.99; participants = 2392; studies = 26; low-quality
evidence; Analysis 1.44 and Figure 6).
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Figure 6. Funnel plot of comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES, outcome: 1.50

Satisfaction with treatment: 2. Leaving the study early.
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1.45 Engagement with services: 1. Compliance (favourable) with
medication - long term

Three trials observed no clear effect for CBT compared to other
psychosocial therapies (active and inactive) for this outcome (RR
1.01, 95% CI 0.93 to 1.11; participants = 354; studies = 3; Analysis
1.45).

1.46 Engagement with services: 2. Attitude to medication (average
endpoint score various scales, high = good)

Attitude to medication was measured by two trials; NA - Kemp 1998
used the Attitue to Medication Questionnaire and NA - O'Donnell
2003 used the DAI. (Analysis 1.46).

1.46.1 Attitude to Medication Questionnaire - short term

Onetrial compared CBT with a non active psychosocial therapy and
a positive effect was observed for CBT (MD 4.50, 95% Cl 2.17 t0 6.83;
participants = 74; studies = 1).

1.46.2 DAI - short term

Onetrial compared CBT with a non active psychosocial therapy and
a positive effect was observed for CBT (MD 5.70, 95% CI 2.05 to 9.35;
participants = 63; studies = 1).

1.46.3 DAI - long term

Onetrial compared CBT with a non active psychosocial therapy and
no effect was observed (MD -2.10, 95% Cl -6.11 to 1.91; participants
=50; studies=1).

2. SUBGROUP 2: Cognitive behavioural therapy (CBT) versus
ACTIVE PSYCHOSOCIAL THERAPIES

We performed subgroup analyses for outcomes where both inactive
and non active therapies were used as control interventions. We
then tested these outcomes for subgroup differences.

2.1 Global state: 1. Relapse

There was no clear difference between CBT and active psychosocial
therapies at both medium (RR0.97,95% Cl 0.54 to 1.78; participants
= 88; studies = 1) and long term (RR 1.02, 95% CI 0.58 to 1.78;
participants = 120; studies = 3) follow-up.

2.2 Global state: 2. Rehospitalistaion

There was no clear difference between CBT and active psychosocial
therapies at long-term follow-up (RR 0.87, 95% Cl 0.71 to 1.06;
participants = 527; studies = 4).

2.3 Mental state: 1. General - clinically important change (no
improvement)

No difference between CBT and active psychosocial therapies was
observed at medium (RR 1.02, 95% CI 0.91 to 1.14; participants
= 133; studies = 2) or long term (RR 0.96, 95% Cl 0.77 to 1.21;
participants = 158; studies = 3).
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2.4 Mental state: 3a. Specific - positive symptoms (average
endpoint score PANSS, high = poor)

There was no clear difference between CBT and active psychosocial
therapies at short term (MD -0.25, 95% CI -1.09 to 0.60; participants
= 499; studies = 6), but a positive effect was observed for CBT
at medium term (MD -1.29, 95% Cl -2.21 to -0.36; participants =
439; studies = 5), and long term (MD -2.10, 95% CI -3.15 to -1.05;
participants = 371; studies = 5) follow-up.

2.5 Mental state: 4a. Specific - hallucinations (average endpoint
score Positive Symptoms Rating Scale (PSRS), high = poor)

There was no clear difference between CBT and active psychosocial
therapy at long term (MD 0.00, 95% CI -4.76 to 4.76; participants =
0; studies =1).

2.6 Mental state: 6a. Specific - negative symptoms (average
endpoint score PANSS sub scale, high = poor)

There was no clear difference between CBT and active psychosocial
therapy at short (MD -0.08, 95% CI -1.04 to 0.89; participants =
346; studies = 4) or medium term (MD -0.80, 95% CI -1.92 to 0.31;
participants = 301; studies = 3), but a clear effect favouring CBT
at long term .(MD -1.34, 95% CI -2.57 to -0.11; participants = 317,
studies =4).

2.7 Mental state: 7a. Specific - affective symptoms (average
endpoint score PANSS sub scale, high = poor)

At short term there was a clear difference, favouring CBT, between
CBT and active psychosocial therapies (MD -4.90, 95% Cl -6.69 to
-3.11; participants = 165; studies = 3; 12 = 97%); there was high
heterogeneity for this outcome, when the outlier A - Levine 1998
was removed, homogeneity was restored and the result changed
to show no effect; medium term (MD -1.68, 95% Cl -4.04 to 0.69;
participants = 136; studies = 2); and at long term (MD -1.61, 95% ClI
-3.65 to 0.44; participants = 148; studies = 3) results also showed no
difference between these treatment groups.

2.8 Adverse effect/event(s) - death

There was no clear difference between CBT and active psychosocial
therapies for the outcome of death (RR 0.94, 95% Cl 0.19 to 4.56;
participants = 302; studies = 3).

2.9 Functioning: 1b. Social functioning (average endpoint score
SOFAS, high = good)

There was no clear difference between CBT and active psychosocial
therapy at long term (MD 1.36, 95% CI -9.59 to 12.31; participants =
41; studies =1).

2.10 Functioning: 2a. Cognitive functioning - insight (average
endpoint score various scales, high = good)

There was a favourable effect for CBT compared to active
psychosocial therapy for this outcome at long term ((MD 1.55, 95%
C10.38 to 2.72; participants = 168; studies = 1).

2.11 Satisfaction with treatment: 1. Leaving the study early - for
any reason

There was no clear difference between numbers of participants
leaving the study early from the CBT groups compared to numbers
leaving early from the active psychosocial therapy groups ((RR 0.85,
95% C1 0.72 to 1.01; participants = 1779; studies = 19).

2.12 Engagement with services: 1. Compliance with medication -
favourable compliance - long term

There was no clear difference between CBT and active psychosocial
therapy at long term (RR 1.11, 95% Cl 0.99 to 1.24; participants =
198; studies =1).

3. SUBGROUP 3: Cognitive behavioural therapy (CBT) versus
NON ACTIVE PSYCHOSOCIAL THERAPIES

3.1 Global state: 1. Relapse

There was no clear difference between CBT and non active
psychosocial therapies for relapse at medium (RR 1.44,95% Cl 0.14
to 15.10; participants = 62; studies = 1) or long term (RR 1.05, 95%
C10.85 to 1.31; participants = 255; studies = 2) follow-up.

3.2 Global state: 2. Rehospitalistaion

There was no clear difference between CBT and non active
psychosocial therapies at long-term follow-up (RR 1.14,95% C1 0.86
to 1.52; participants = 416; studies = 4).

3.3 Mental state: 1. General - clinically important change (no
improvement)

There was a clear effect, favouring CBT compared to non active
psychosocial therapies at medium (RR 0.53, 95% Cl 0.33 to 0.86;
participants = 62; studies = 1) and long term (RR 0.60, 95% CI 0.39
to 0.94; participants = 90; studies = 1).

3.4 Mental state: 3a. Specific - positive symptoms (average
endpoint score PANSS, high = poor)

There was a clear difference between CBT and non active
psychosocial therapies at short term (MD -0.93, 95% Cl -1.84 to
-0.03; participants = 384; studies =4), but no effect was observed for
CBT at medium term (MD -0.80, 95% Cl -2.82 to 1.22; participants
= 58; studies = 1) or long term (MD -0.36, 95% CI -1.40 to 0.68;
participants = 231; studies = 4) follow-up.

3.5 Mental state: 4a. Specific - hallucinations (average endpoint
score PSRS, high = poor)

There was no clear difference between CBT and non active
psychosocial therapy at long term (MD -4.36, 95% Cl -9.30 to 0.58;
participants = 0; studies = 1).

3.6 Mental state: 6a. Specific - negative symptoms (average
endpoint score PANSS sub scale, high = poor)

There was no clear difference between CBT and non active
psychosocial therapy at short term (MD -0.07, 95% Cl -1.06 to 0.91;
participants =235; studies = 3), medium term (MD 0.04, 95% CI -1.52
to 1.60; participants = 58; studies = 1) and long term (MD -0.40, 95%
Cl-1.54 to 0.74; participants = 231; studies = 4).

3.7 Mental state: 7a. Specific - affective symptoms (average
endpoint score PANSS sub scale, high = poor)

At short term there was a clear difference, favouring CBT, between
CBT and non active psychosocial therapies (MD -1.95, 95% CI
-3.68 to -0.22; participants = 235; studies = 3). There was no
effect observed at medium term (MD 0.12, 95% Cl -2.71 to 2.95;
participants = 58; studies = 1), and long term (MD -0.44, 95% C| -2.21
to 1.34; participants = 231; studies = 4) follow-up.
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3.8 Adverse effect/event(s) - death

There was no clear difference between CBT and non active
psychosocial therapies for the outcome of death (RR 2.06, 95% Cl
0.63 to 6.75; participants = 325; studies = 3).

3.9 Functioning: 1b. Social functioning (average endpoint score
SOFAS, high = good)

There was no clear difference between CBT and non active
psychosocial therapy at long term (MD 1.30, 95% Cl -6.26 to 8.86;
participants = 62; studies = 1).

3.10 Functioning: 2a. Cognitive functioning - insight (average
endpoint score various scales, high = good)

There no effect observed between CBT and non active psychosocial
therapy for this outcome at long term (MD -0.50, 95% ClI -2.43 to
1.43; participants = 50; studies = 1).

3.11 Satisfaction with treatment: 1. Leaving the study early - for
any reason

There was no clear difference between numbers of participants
leaving the study early from the CBT groups compared to numbers
leaving early from the non active psychosocial therapy groups (RR
0.88,95% Cl 0.68 to 1.15; participants = 613; studies = 7)

3.12 Engagement with services: 1. Compliance with medication -
favourable compliance - long term

There was no clear difference between CBT and non active
psychosocial therapy at long term (RR 0.89, 95% Cl 0.78 to 1.03;
participants = 156; studies = 2).

4. SUBGROUP DIFFERENCE TESTS

We tested for subgroup differences between active and non active
psychosocial therapies. Overall, there was no evidence that CBT
had different effects when compared with active or non active
therapies.The only outcomes where there was some evidence are
presented below.

4.4 - 4.5 Mental state: General - clinically important change

At medium term there was no evidence of a difference between
CBT and an active therapy, but there was a favourable effect for
CBT when compared with non active therapies (Analysis 4.4); this
difference in effect was significant: Test for subgroup differences:
Chi?=6.60, df=1 (P =0.01), I> = 84.8% This effect remained at long
term (Analysis 4.5): Test for subgroup differences: Chi>=3.39,df=1
(P=0.07), 12=70.5%.

4.8 Mental state: 3a. Specific - positive symptoms (average
endpoint score PANSS sub scale, high = poor)

Long-term results from the PANSS sub scale for positive symptoms
showed a favourable effect CBT when compared with active
therapies but no difference when compared with non active
therapies (Analysis 4.8), this difference in effect was significant: Test
for subgroup differences: Chi?=5.36,df =1 (P =0.02), I* = 81.4%.

4.13 Mental state: 6a. Specific - affective symptoms (average
endpoint score PANSS sub scale, high = poor) - long term

Short-term data showed a difference between subgroups Test for
subgroup differences: Chi?=5.39,df=1 (P=0.02),1>=81.5%, but the
data for active comparison were highly skewed, when the outlier is

removed, there are no subgroup differences for this outcome. Test
for subgroup differences: Chi? = 1.97, df = 1 (P = 0.16), I* = 49.2%.
(Analysis 4.13).

Sensitivity analysis
1. Implication of randomisation

As we did not include any study that implied randomisation, we
were unable to carry out a sensitivity analyses.

2. Blinding

As no study clearly stated that the outcome assessor was non-
blinded, we did not perform sensitivity analysis for this domain.

3. Well-defined CBT versus less-well-defined CBT

No clear difference in results were found when trials with less-well-
defined CBT were excluded from the meta-analyses of the primary
outcomes (Analysis 5.1; Analysis 5.2; Analysis 5.3; Analysis 5.4).

4. Therapist experience

No clear difference in results were found when trials with 'less
experienced' therapists were excluded from the meta-analyses of
the primary outcome(Analysis 6.1; Analysis 6.2).

5. Assumptions for lost binary data

We made assumptions for lost binary data (see Dealing with missing
data). Sensitivity analysis showed that there was no substantial
difference between results using our assumption and results from
completers only (Analysis 7.1; Analysis 7.2; Analysis 7.3; Analysis
7.4).

6. Risk of bias

No substantive difference in results were found when trials with a
high risk of bias were excluded from meta-analyses of the primary
outcomes (Analysis 8.1; Analysis 8.2; Analysis 8.3; Analysis 8.4;
Analysis 8.5).

7. Imputed values

We did not carry out a sensitivity analysis for imputed values as no
cluster-randomised trials are included in the review.

8. Fixed- and random-effects

No substantive difference in results were found when we combined
data using a random-effects model for the primary outcome
Analysis 9.1.

DISCUSSION

Summary of main results

1. Comparison 1. Cognitive behavioural therapy (CBT) versus
other psychosocial therapies

The conclusions of this review should be read in conjunction with
another Cochrane Review of the efficacy of cognitive behavioural
therapy relative to standard care. It should be noted that the
outcomes reported for this review compare CBT with other
psychosocial therapies that were designed to achieve meaningful
symptom reduction. Accordingly, these outcomes are not measures
of overall efficacy of CBT for people with schizophrenia, but rather
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should be interpreted as measures of the relative advantage of CBT
specifically compared with other psychosocial interventions.

1.1 Global state

No advantage was found for CBT over other psychological therapies
with respect to rate of relapse or rehospitalisation. No differential
effect of CBT was observed on global state when measured using
the Global Assessment Scale (GAS). In contrast, there was a
consistent positive effect for CBT when global state was measured
using the Globals Assessment of Functioning (GAF); this effect was
based on data from two studies and only observed in the short term
and may be a chance finding.

When CBT was compared specifically active psychosocial therapies,
the lack of effect on rate of relapse or rehospitalisation remained,
and results were also unchanged when CBT was compared
specifically with non active therapies.

1.2 Mental state

We found a positive effect for CBT over other psychosocial therapies
with respect to important change in general mental state in the
short term (based on two studies with a total 87 participants) but
no difference was observed in the medium term (based on three
studies with a total of 195 participants) or long term (based on four
studies with a total of 249 participants).

For general mental state measured in terms of endpoints scores
on the Brief Psychiatric Rating Scale (BPRS), no effect was found
in the short or long term. A small advantage for CBT was found
in the medium term, but this was observed in only a single small
trial (A - Pinto 1999), which compared CBT with an active therapy
(supportive counselling).

When general mental state was measured using endpoints scores
on the Positive and Negative Syndrome Scale (PANSS), a positive
effect for CBT in the short, medium and long term was found. This
relatively modest advantage of CBT is a reduction in the PANSS total
score by an average of five points in the short term reducing to an
average of approximately three points in the long term. There were
important levels of heterogeneity for this result but the positive
effect for CBT was maintained when the outlier, A - Levine 1998, was
removed and heterogeneity was reduced to 11%.

Much of the CBT-based interventions for psychosis focus on specific
symptoms. With respect to positive symptoms on the PANSS, no
clear difference between CBTand other psychosocial therapies was
observed in the short term. However, there was a small but reliable
effect in favour of CBT of approximately one point reduction in
PANSS positive symptom score in the medium term and long term,

When more specific measures of mental state such hallucinations
were measured no advantage was found for CBT at any duration
of treatment outcome. With respect to delusions as measured by
the sub-scale of the PANSS across nine trials, there was also no
clear difference between CBT and other therapies in the short,
medium-or long term. Five trials reported outcomes for delusions,
four trials reported skewed data with only one trial reported short-
term positive effects for CBT (NA - Haddock 2009). No other studies
reported significant effects, although the failure to demonstrate an
effect may also reflect the lack of trials reporting this outcome and
the preponderance of skewed data. Therefore accordingly there is

no systematic evidence of a treatment effect on these outcome
measures.

No consistent effect was found for the differential impact of CBT on
negative symptoms at any treatment duration.

With respect to affective symptoms, no positive effect for
CBT was observed on the General Psychopathology scale of
the PANSS. Symptoms of depression were measured on the
Montgomery Asberg Depression Rating Scale (MADRS), Beck
Depression Inventory (BDI) and the Hamilton Depression Scale
(HAMD). The data for outcomes on the MADRS and BDI were
skewed, however a medium-term advantage for CBT was observed
on the MADRS and a short-term advantage was observed on the
HADS. Accordingly, there is inconsistent evidence of a treatment
effect for depressive symptoms.

Anxiety was measured using the Beck Anxiety scale (BAl), the
Hamilton Anxiety scale (HAMA)and the Self Rating Anxiety Scale
(SARS) . There was an advantage for CBT in the short term on
the HAMA and the SARS but not the BAI. Accordingly, there is
inconsistent evidence of a treatment effect for anxiety symptoms.

On the basis of data from one trial (NA - Haddock 2009), no
advantage was observed on the Novaco Anger scale (NAS) in the
short or long term and no difference was observed on the Novaco
Provocation Inventory (NPI) in the short or long term.

One study (A - Li 2015b) reported short-term improvement for
CBT on the Stigma Scale for Mental Illness (SSMI). However, when
self-esteem was measured using the Rosenberg Self-Esteem scale
(RSES), no advantage for CBT was observed in the short, medium
or long term.

With respect to problem behaviours, no advantage was observed
for CBT on the Ward Anger Rating Scale (WARS) or the risk
management sub scale of the HCR20.

These findings provide only weak and inconsistent support for
the assertion by Birchwood 2006 that CBT when correctly applied
should effect change in emotional distress and/or problematic
behaviours rather than psychotic symptomatology. However, it
should be noted that the trials reporting outcomes in this category
have not specifically included interventions that have targeted
the affective response to psychotic symptomatology and have
generally not measured specific belief-related distress (or has
been measured on scales with psychometric propetries that were
not compatible with meta-analytic synthesis). Similarly, it should
be noted that these data compare CBT with other psychological
therapies, it is possible that the interventions in the control arm
may also exert an effect on symptom-related distress and thus
obscure any treatment effect related to CBT per se.

1.3 Adverse effect/events

CBT did not show an advantage with respect to avoidance of death
by natural causes or suicide, although it should be noted that the
overall numbers were small with only six studies reporting deaths.

Only two trials reported adverse effect data. One of these trials (A
- Ma 2012) found participants in the CBT group experienced less
adverse effects in the short term in comparison with supportive
therapy, whereas the other study (Klingberg 2009) reported no
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difference in adverse outcomes between CBT and Cognitive
Remediation Training in the long term.

Many of the included studies do not report adverse effects of this
therapy. If such treatment is potentially to be recommended for
wide adoption, routine recording and reporting of adverse effects
should be expected within evaluative studies.

1.4 Functioning

No advantage for CBT was observed on the Social Functioning Scale
(SFS) or the Social and Occupational Functioning Assessment Scale
(SOFAS). On the Personal and Social Performance Scale (PSP), a
positive effect for CBT was observed in the medium term and long
term.

On the Schedule for Assessing Insight (SAl), no difference was
observed in the short term or long term and no advantage for
CBT was reported from skewed data for the Beck Cognitive Insight
Scale (BCIS). However, a positive effect for CBT was observed
in the medium term from one trial on the SAI. Overall, there is
no consistent evidence of an advantage for CBT with regard to
promoting insight.

No clear difference was observed on the SFS when CBT
was compared with an active psychosocial therapy (enhanced
supportive therapy (A - Penn 2009) at any duration of outcome.
Similarly, when CBT was compared with a non active psychosocial
therapy (befriending), no advantage was observed using the SOFAS
by A - Garety 2008 and NA - Jackson 2008 in the short or long term.

This important outcome is not often measured but there is no
indication that the addition of CBT to standard care has any
convincing generalised effect.

1.5 Quality of life

There is no evidence of an advantage for CBT on general or specific
measures of Quality of Life.

1.6 Satisfaction with treatment

One trial (NA - Kemp 1998) reported an advantage for CBT in the
short term on the Attitude to Medication Questionnaire (AMQ)and
the Drug Attitude Inventory (DAI), although no effect in the long
term was reported by NA - O'Donnell 2003.

Twenty-six studies contributed data to leaving the study early.
CBT had a moderate effect for keeping people in the study more
than other psychosocial therapies. Whether this is directly due to
'satisfaction with care' is unclear.

1.7 Engagement with service

No advantage for CBT was observed in three trials reporting
compliance with medication.

2. SUBGROUP DIFFERENCES: ACTIVE or NON ACTIVE
PSYCHOSOCIAL THERAPIES

When we tested for subgroup differences between active and non
active psychosocial therapies, in general there was no evidence
that CBT had different effects when compared with active or non
active therapies, except in the following analyses. At medium term
there was no evidence of a difference between CBT and an active
therapy, but there was a favourable effect for CBT when compared

with non active therapies (Analysis 4.4), this difference in effect
between subgroups was significant (Chi? = 6.60, df = 1 (P = 0.01),
I = 84.8%). In addition, long-term results from the PANSS sub-
scale showed a favourable effect of CBT when compared with
active therapies but no difference when compared with non active
therapies (Analysis 4.8), this difference in effect for the subgroups
was significant: Chi?=5.36,df =1 (P =0.02), I* = 81.4%.

Overall completeness and applicability of evidence
1. Completeness

There has been an improvement in the reporting of the main
outcomes (relapse, hospitalisation, mental state, adverse event)
since the last update of this review. At the time of the last
update, even the most replete of the outcomes contained less
than 300 participants, and this has improved since this update. For
rehospitalisation, the current review reports outcomes from eight
trials involving 943 participants.

Nevertheless, the trials were often small and often undertaken by
pioneers of CBT. There is a poverty of measurement of certain
outcomes and none on others. For example, there are two trials
reporting any adverse event and six trials reporting deaths.

2. Applicability
2.1 Participants

The included studies involved people with schizophrenia or
psychosis as derived from recognised diagnostic criteria from a
wide range of settings, including both in-patients and out-patients.
The results of this review could thus be said to be valid for people
with a diagnosis of a psychotic disorder whose illness has taken
a chronic course whether treated on an in-patient or out-patient
basis.

The exclusion criteria were such that this review is of less
relevance to people with other psychotic disorders such as bipolar
disorder, substance-induced psychosis, significant physical or
sensory difficulties or people with acquired brain injury or co-
existing developmental learning disabilities. It should be noted
that people who were described as in the category of "at risk" of
psychosis but not yet diagnosed were not included in this review.

2.2 Interventions

Eleven trials meet our criteria for ‘well-defined CBT’. The period of
active therapy varied between studies. For example, A - Bechdolf
2004 provided up to eight weeks of individual CBT, whilst NA -
Drury 2000 gave both individual and group cognitive therapy over
the course of recovery (which did not exceed nine months) as
well as family engagement, aimed at developing familial coping
strategies and a structured activity programme (for an average
of five hours per week) including cooking, creative therapy and
discussion groups. On the other hand, NA - Kemp 1998 reported
that their intervention consisted of four to six sessions of therapy
aimed at increasing medication compliance.

The CBT interventions varied in both the target of the therapy
and the degree of specificity of the focus of the intervention.
For example,NA - Kemp 1998 and NA - O'Donnell 2003 used a
CBT intervention focused specifically on medication compliance,
whereas the CBT intervention described by A - Bechdolf 2004 had
a wider focus and targeted auditory hallucinations and delusions,
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anxiety, depression, relapse prevention and enhancing medication
compliance. Most trials targeted positive symptoms of psychosis,
some with an explicit focus on auditory hallucinations A - Bechdolf
2004; A - Haddock 1999; NA - Jackson 2008; A - Penn 2009; NA -
Valmaggia 2005) and/or delusions A - Garety 2008; A - Haddock
1999; NA - Jackson 2008; NA - Valmaggia 2005). It was less common
for the CBT intervention to target negative symptoms of psychosis
(Klingberg 2009). Strategies for relapse prevention were a common
component in the CBT intervention and a specific focus in some
trials (e.g. A - Garety 2008). Emotional distress A - Bechdolf 2004;
NA - Sensky 2000) and self-esteem (A - Bechdolf 2004; A - Penn
2009), either in general or specifically related to the experience
of psychosis, was a target in some trials that also targeted other
symptoms. Finally, A - Haddock 1999 focused specifically on
psychotic symptoms and anger relating to aggression and violence.

The present review has adopted a tiered definition of CBT. Cognitive
behavioural therapy in clinical practice typically includes a number
of components: cognitive restructuring, hypothesis testing,
behavioural experiments, psychoeducation, relapse prevention,
coping strategy enhancement, problem-solving strategies, with
or without, relaxation training. In this respect, many of the
current trials reflect common clinical practice. However, this multi-
component approach is not necessarily helpful in identifying
the active components of CBT because the control arms of the
trials are often not balanced in terms of component therapies.
Trials generally include a range of interventions in the same
treatment arm and in many the intervention is described as
“CBT” without a clear indication that the active element of
therapy involves explicit manipulation of beliefs. In addition,
cognitive therapy for psychosis, as reflected in current trials, has
become increasingly distanced from its basis in CBT for non-
psychotic mood disorders where the focus is on the emotional
and behavioural consequences of dysfunctional thinking patterns
and the intervention is clearly designed to address cognitions and
beliefs. This point has been identified by Birchwood 2006 who has
noted that CBT for psychosis has often been treated as if it were
a 'quasi-neuroleptic' where the focus of outcome measurement
has been on global symptoms with the expectation that CBT
should reduce psychotic symptoms directly as opposed to eliciting
emotional and behavioural changes. More recent trials of CBT in
relation to standard care are more clearly based on theoretical
models of psychotic symptoms (e.g. Trower 2004). Such trials have
a clear focus on the specificity of the beliefs addressed (e.g. power
beliefs about voices) and outcome measures which are sensitive
to belief change as the mediator of emotional and behavioural
change.

Overall, interventions did vary considerably but the findings were
consistent. When well-implemented CBT is given, for long or short
periods, with various foci of treatment, there is no convincing
difference between CBT and other psychosocial interventions
in relation to psychotic symptomatology and broad measures
of functioning (Summary of findings for the main comparison).
However, there are some promising preliminary findings with
respect to the effect of CBT on symptoms of depression. At present,
it remains unclear, but it is interesting to speculate as to the
relative benefits for CBT for psychosis compared with CBT which is
specifically focused upon depression in this group of patients.

Quality of the evidence

This is an attempt to quantitatively summarise the effects of
cognitive behavioural therapy for schizophrenia. This has not been
an easy task and the review authors will be pleased to hear
from readers in order to improve this work for future issues of
the Cochrane Library. The methodological quality of the included
studies is summarised in Figure 5. There still are too few trials.
Studies are too small. Outcomes are often reported in such a
way that leaves presentation in a systematic review, difficult or
impossible. In addition, rating scales are often used to measure
outcomes that are not directly relevant to psychological therapy:
i.e. they do not measure belief-mediated distress or behaviour.

There has, however, been a general improvement in
methodological rigor of the more recent trials. Several trials had
relatively large sample sizes (A - Buchkremer 1997; A - Garety 2008;
Klingberg 2009; NA - Lewis 2002, all exceeded 100 participants).
All 33 included studies which report some form of randomisation,
with 21 describing adequate sequence generation. Allocation was
concealed in 18 studies and 25 of the 36 trials employed raters
blinded to the treatment condition.

One of the key issues, which is a limiting factor in interpreting
current trial data, is the wide variation in the targets of treatment
and there is little agreement on how these targets and key
outcomes should be operationalised. Studies frequently measure
different outcomes or measure the same outcome using different
measures. The differences in the psychometric properties of these
measures make it difficult to interpret the variability of the
outcomes reported in the trials. It would be invaluable to future
trials to receive direction regarding a common consensus on
the most reliable, valid and clinically-relevant outcome measures
for CBT for psychosis. In the view of the authors this is likely
to require the design and validation of new outcome measures
both for specific aspects of positive symptoms (e.g. beliefs,
preoccupation and conviction), as well as key emotional and
behavioural outcomes including anxiety, depression and more
specific symptom-related distress. For example, current state-of-
the-art measures of these dimensions are not fully adequate
to assess the efficacy of CBT. The Psychotic Symptom Rating
Scale(PSYRATS), for example, includes only a single four-point
measure of delusional or voice-related distress and the Beliefs
About Voices Questionnaire includes measures of emotional
response to voices which are not clearly delineated from other
variables, such as the person's behaviour in relation to the voice.
In addition, the ultimate aim of clinical intervention is to improve
functioning and trials should include primary outcomes relating
to this including, return to work, social functioning and quality of
life. It would seem important to also report on some economic
outcomes.

Finally, a welcome addition to some of the newer trials is the
introduction of protocols to assess adherence to CBT methods,
though there remains alack of consensus across trials as to how this
is implemented. In addition, a recent government focus in the UK
on making psychological therapies more widely available s likely to
mean that a broader range of expertise is employed in the delivery
of CBT for psychosis. At present, the experience of therapists in
trials is not always clearly described and this renders it difficult to
undertake a sensitivity analysis of the effect of therapist expertise.
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Potential biases in the review process

One of the review authors (AM) is actively engaged in the evaluation
of the efficacy of CBT for psychosis.

Agreements and disagreements with other studies or
reviews

There are few reviews of CBT that have made comparisons with
other psychological therapies. However, in a meta-analysis of eight
trials with 528 patients, Pilling 2002 reported that CBT did not
show an advantage over other active therapies (i.e. supportive
counselling,and a problem-solving group) although positive effects
of CBT were reported relative to standard care.

AUTHORS' CONCLUSIONS

Implications for practice
1. For people with schizophrenia

The use of cognitive behavioural therapy (CBT) has been associated
with some reduction in symptoms of psychosis, particularly
the positive symptoms of schizophrenia. However, there is
considerable variability in the findings of the various studies and
effect sizes tend to be quite modest. Therefore, at present, it is
not possible to assert any substantial benefit for CBT in contrast to
other psychological therapies.

2. For clinicians

Currently, CBT for people with schizophreniais a scarce commodity,
often provided by highly-skilled and experienced therapists. These
data are not convincing of clear benefit over other - and sometimes
less sophisticated - therapies for people with schizophrenia. There
is some indication that CBT may help the positive symptoms of
schizophrenia and there is mixed and inconsistent evidence for the
benefit of CBT for psychosis on secondary anxiety and depression.

3. For policy makers

Cognitive behavioural therapy may provide a useful add-on to
traditional treatment of people with schizophrenia. The nature of
the randomised controlled trials of CBT included in this review
and their small sample sizes demands caution until such time
as data from larger, more methodologically coherent randomised
controlled trials are available to supplement these findings.

Implications for research
1.General
1.1 Study design

More, large, generally applicable, clinically-meaningful trials are
needed. More comparisons of CBT with supportive approaches
would seem of particular interest. Further research should address
the issue of the use of CBT in specific settings and contexts
(e.g. tertiary psychiatric services, long-stay institutions, and day
hospitals). If all of the trials within this review had conformed to
the suggestions within the CONSORT statement on trials reporting
(Begg 1996; Moher 2001), much more may be known on the effect
of CBT for people with schizophrenia.

1.2 Randomisation

Allocation concealment is a fundamental part of trial methodology.
If readers are to be reassured that selection bias was minimised
then the randomisation process should be clearly described.

1.3 Blinding

Double-blind evaluation of the outcomes of a psychosocial
intervention is extremely difficult, and probably impossible.
Trialists should, however, take every precaution to minimise the
effect of biases by using blinded or independent raters (quoting
inter-rater reliability and measuring their blindness) and, probably
more importantly, using 'harder' outcomes such as relapse, self-
harm, and relapse or admission rather than scale data.

1.4 Withdrawals

Intention-to-treat analysis is preferable. If possible, all trials should
describe from which groups withdrawals came, why they occurred
and what was their outcome.

2. Specific to cognitive behavioural therapy trials

For a suggested design of future study (see Table 3), modified from
that included in the full version of the Cochrane psychoeducation
review (Zhao 2015).

2.1 The issue of practitioners

Cognitive behavioural therapy holds the promise of providing
a valuable adjunct to traditional treatments for people with
psychotic disturbances. Despite the fact that it may be an effective
therapy, it is currently inaccessible to large numbers of those
with schizophrenia, even within well-resourced care services. This
situation will remain until either the basic skills of cCBTcan be
generalised to other healthcare professionals; or there can be
increased availability of specialists specifically practising CBT for
those with schizophrenia.

2.2 Power

Estimates of statistical power based on data obtained from this
review indicate that using data from within this review for the
outcome of 'no important improvement' about 70 people per
group are required to show a statistically clear difference in the
outcome over a period of at least six months (alpha 0.05, beta
0.8). This computation assumes that the difference in proportions
is -0.29 (specifically, 0.58 versus 0.87). Given an attrition rate of
approximately 30%, researchers should aim for a minimal sample
size of 100 persons per intervention.

2.3 Outcomes measured

Outcomes should be clear and clinically useful, but if authors are to
persist in using continuous scale-derived data, these tools should
be standardised, and peer-reviewed (Marshall 2000). Trialists often
did not present clear measures of association between intervention
and outcome, for example, risk ratios, odds ratios, risk or mean
difference, as well as the raw data. Wherever possible, binary
outcomes should be reported in preference to continuous scale-
derived data as they are easier to interpret and clinically relevant.
If P values are used, the exact value should be reported.

Concrete outcomes of disturbance such as 'disturbed episode’,
'use of detention order’, 'use of special nursing observation' or,
for those in the community, 'avoiding hospitalisation' would be of
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interest. Data on quality of life, social functioning, occupational
status, general impression of carer or other, unwanted effects, such
as anxiety, depression and dependence on the relationship with
the therapist, staff fatigue and economic outcomes would be very
welcome.

The present data provide little indication of how effective CBT
procedures might be when they are applied by less experienced
practitioners and in routine clinical settings. It would be useful to
know whether the effects of CBT are sustained after the therapy
course has finished, whether booster sessions are beneficial, and
whether continued (long-term) therapy is required to sustain the
treatment effect. A cost/benefit analysis would enable clinicians

and purchasers to manage service provision and make best use of
resources.
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Characteristics of included studies [ordered by study ID]
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* Indicates the major publication for the study

Allocation: randomised.
Blinding: not reported.

Methods

Location: inpatient, Germany.

Length of follow-up: after treatment, 6 months, 24 months. (p.145).

Participants
N =88.

Sex: 40M, 48F.

Age: mean "~ 32.2 years, SD ~ 9.9 years.

Diagnosis: episode of schizophrenia, schizoaffective or other psychotic disorder (ICD-10).

History: length of illness: mean ™ 56.7months, SD ™ 65.4 months.

Excluded: primary diagnosis of drug or alcohol dependence, organic brain disease, learning disability

or hearing impairment.

Interventions 1. CBT plus standard care: N =40.

Content: the group CBT treatment was based on the approach by Tarrie and colleagues (Tarrier 1993a),
who used coping strategy enhancement, problem-solving and relapse prevention in patients with psy-

chosis.

Delivered by: two therapists: an experienced and CBT-trained psychiatrist and a clinical psychologist.

Frequency: the intervention included 16 sessions in 8 weeks. Sessions followed a semi-structured for-
mat and lasted between 60 and 90 minutes, interrupted by a 5- to 10-minute break.

2. Psychoeducation group: N = 48.

Content: the PE programme was developed by Hornung and colleagues (Hornung 1996; Hornung 1999).
It covered the following topics: symptoms of psychosis, models of psychosis, effects and side effects of
medication, maintenance medication, early symptoms of relapse, relapse prevention. The approach
was primarily didactic and included the following strategies: formulation, guided discovery and moti-

vational interviewing.
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A - Bechdolf 2004 (continued)

Frequency: the programme included eight sessions in 8 weeks. Sessions followed a semi-structured
format and lasted between 60 and 90 minutes, occasionally interrupted by a 5- to 10-minute break.

Treatment duration: 8 weeks.

Allinterventions were an adjunct to routine hospital care and patients remained under the medical su-
pervision of the responsible consultant psychiatrist.

Outcomes Global state: relapse (rating > 5 also 2-point increase on previous assessment in > 1 item of positive syn-
drome sub-scale of PANSS); rehospitalisation (36-hour full hospitalisation or 5-day partial hospitalisa-
tion because of exacerbation of acute psychotic symptoms).

Mental state: clinically significant change*, PANSS.

Quality of life: physical health (the Modular System for Quality of Life,MsQol), vitality (MsQoL), Material
QOL (MsQol), Spare time QOL (MsQol), Affective QoL (MsQoL), general QoL (MsQoL).

Satisfaction with treatment: leaving the study early.

Unable to use -

Engagement with services: compliance with medication (4-point rating scale was not peer-reviewed).

Notes * Defined as (i) improvement of PANSS global score >2 SD beyond the mean of the intake sample at fol-
low-up and (i) reliable change index (RCI) exceeds 1.96. RCl was calculated by dividing the absolute
magnitude of change by the SE of the change score (follow-up minus pretest)

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote: "Randomization was conducted by computer-generated random num-

tion (selection bias) bers for blocks of eight participants...The results were placed in sealed en-

velopes and opened at the time of treatment allocation." (p.145).
Comments: the investigators describe a random component in the sequence
generation process.

Allocation concealment High risk Quote: "Randomization was conducted by computer-generated random num-

(selection bias) bers for blocks of eight participants...The results were placed in sealed en-

velopes and opened at the time of treatment allocation." (p.145).
Comments: participants and investigators enrolling participants could foresee
assignment because the allocation assignment was opened before treatment.

Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-

and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".

mance bias)

All outcomes

Blinding of outcome as- Unclear risk Comments: the author did not describe the blinding of outcome assessor. In-

sessment (detection bias) sufficient information to permit judgement of 'Low risk' or 'High risk".

All outcomes

Incomplete outcome data Low risk Quote: "In the CBT group 9/40 subjects (22.5%) and in the PE group 8/48 pa-

(attrition bias) tients (16.7%) were lost to follow up." (p.146).

All outcomes

Comments: missing outcome data balanced in numbers across intervention
groups.

Selective reporting (re- Low risk Comments: the author did not report the outcome - compliance with medica-

porting bias) tion.
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Other bias

Low risk Comments: this work was supported by grant from the Koln Fortune Program;
other bias was not obvious.

A - Buchkremer 1997

Methods

Allocation: randomised.
Blinding: maybe non-blind.

Location: outpatients, nine psychiatric hospitals in Germany.

Length of follow-up: 8 months, 12 months, and 24 months.

Participants

Diagnosis: schizophrenia (DSM-III-R).
N=191.

Sex: 111M, 80F.

Age: mean "31.3 years, SD "7 years.

History: length of illness mean 22.9 years, SD 5.8 years. I. schizophrenia diagnosed according to DSM-
I11-R 295 with the exception of 295.7 (exclusion of schizoaffective disturbances); Il. at least two acute
psychotic episodes within the past 5 years; lIl. at least 4 weeks of psychopathological stabilisation; IV.
indication for long-term neuroleptic medication on an out-patient basis; V. no secondary psychiatric di-
agnosis.

Excluded not reported.

Interventions

1. CBT group: N =34.
Content: psychoeducational medication management training + cognitive psychotherapy*.
Delivered by: not reported.

Frequency: 10 sessions of psychoeducational training plus unknown sessions of cognitive psychothera-
py.

2. Intergrated CBT group: N = 33.

Content: psychoeducational medication management training** + cognitive therapy + key person
counselling.

Delivered by: not reported.

*

Frequency: 10 sessions of psychoeducational training plus 20 sessions of key-person counselling***.
The author did not report the number of sessions of cognitive therapy.

3. Psychoeducation group: N = 32.
Content: psychoeducational medication training.

Content: improving knowledge of schizophrenia and its treatment, promoting medication and cri-
sis-management skills.

Delivered by: not reported.

Frequency: five weekly sessions following with five 14-day-interval sessions.
4. Intergrated psychoeducation group: N = 35.

Content: psychoeducational medication training + key person counselling.
Delivered by: not reported.

Frequency: 10 sessions of psychoeducational training plus 20 sessions of key-person counselling.
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A - Buchkremer 1997 (Continued)

5. Non active control group: N = 57.

Content: structured free-time activity.

Content: regular leisure-time activities.

Delivered by: students of psychology or educational sociology.
Frequency: not reported.

Treatment duration: 8 months.

Outcomes Global state: rehospitalisation™***,
Unable to use -
Global state: SCPI, MPS (data not reported by individual groups).
Mental state: BPRS, SANS (data not reported by individual groups), IRA (data not reported by individual
groups).
Global state: GAS (data not reported by individual groups).
Satisfaction with treatment: leaving the study early (data not reported by individual groups).

Notes * Cognitive psychotherapy - designed to mediate problem-solving skills and to improve coping strate-
gies. Structured coping with stress situations (definition of a problem, setting of goals and systematic
selection of steps towards attainment of goals) and more adequate coping with everyday stress were to
be learned as a means of reducing general stress levels.

** Psychoeducational medication training (PMT) - individualised information about schizophrenia and
its treatment, patients trained to recognise and react to early signs of relapse.

*** Key-person counselling (KC) - targeted at relatives/care-givers - given information about schizo-
phrenia and its treatment, and recognition of impending relapses discussed, together with coping
strategies, dealing with day-to-day problems involved in living with schizophrenia, aimed to transfer to
self-help group.

**** Data are presented for two CBT groups (Groups 1 and 2, see above) and two other psychological
therapy groups (groups 3 and 4, see above). Data were pooled for this outcome.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-  Low risk Quote: "At each location the structural homogeneity of the treatment groups

tion (selection bias) was ensured by applying a randomisation technique in which the prognostic

factors...were balanced by preliminary matching." (p.3).
Comments: the investigators describe a random component in the sequence
generation process.

Allocation concealment Low risk Quote: "Randomization was carried out by an independent institution..."(p.3).

(selection bias)

Comments: participants and investigators enrolling participants could not
foresee assignment.

Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-

and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".

mance bias)

All outcomes

Blinding of outcome as- High risk Quote: "Data recorded by trained project staff who were not blind with respect

sessment (detection bias) to the group of allocation." (p.3).

All outcomes
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A - Buchkremer 1997 (Continued)

Comments: the outcome assessor was not blinded.

Incomplete outcome data  Low risk Comments: modified intention-to-treat approach all who attended > 1 group
(attrition bias) session included in main analysis.
All outcomes

Selective reporting (re- High risk Comments: data for BPRS, SANS, GAS and others were reported by individual
porting bias) groups only.
Other bias Low risk Comments: no clear indication of other bias.

A - Cather 2005

Methods Allocation: randomised.
Blinding: maybe single-blind.

Location: two sites in Boston, USA.

Length of follow-up: 16 weeks.

Participants Diagnosis: schizophrenia (61%) or schizoaffective disorder (39%).
N =30.
Sex: 18M, 12F.

Age: 18 - 65 years (mean 40.4 years, SD 11.96 years).

History: length of illness: mean 18 years, SD 13 years, English speaking, treated with olanzapine for > 6
months and at stable dose > 30 days, and exhibiting residual psychotic symptoms.

Excluded: evidence of organic brain disorder, recent substance use disorder, a conceptual disorgani-
sation rating on the PANSS of moderate or higher, or previous exposure to CBT.

Interventions 1. CBT group: N=15.

Content: inclusive of cognitive restructuring, goal setting and coping strategy enhancement, with focus
on addressing specific functional goals in relation to social and occupational functioning.

Delivered by: nine therapists with an average of 7.8 years of experience conducting CBT.
Frequency: weekly 1-hour individual sessions for 16 weeks
2. Psychoeducation group: N = 13.

Content: supportive elements of therapy and psychoeducation in a manualised intervention delivered
by experienced therapists.

Frequency: weekly 1-hour individual sessions for 16 weeks.

Treatment duration: 16 weeks.

Outcomes Mental state: general - clinically important change*, PANSS positive/negative***, hallucinations
(PSYRATS), delusions (PSYRATS).

Satisfaction with treatment: leaving the study early.
Unable to use -
Global state: average endpoint score in social functioning: SFS**

Mental state: PANSS dysphoria scale: no standard scoring of the general psychopathology scale.

Notes *Defined as a reduction in PANSS positive factor score from pre- to post- treatment less than 20%.
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** SFSis designed to assess functioning over the past 3 months. In this study it was used to assess func-
tioning over a one-week period. Accordingly, this non-standard use of the SFS invalidates comparison

with other studies.

*** This study is unclear whether the negative and positive sub scales of the PANSS were scored using
standard scoring procedures.

Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "Randomised - stratified by severity of symptoms (PANNS <63) and
tion (selection bias) gender - no further details." (p.203).
Comments: the investigators describe a random component in the sequence
generation process.
Allocation concealment Low risk Quote: "Allocation carried out by an "independent member of the research
(selection bias) team" (p.203).
Comments: participants and investigators enrolling participants could not
foresee assignment because the randomisation was conducted by an indepen-
dent member.
Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)
All outcomes
Blinding of outcome as- Low risk Comments: rater blind to allocation.
sessment (detection bias)
All outcomes
Incomplete outcome data Low risk Quote: "of the two participants (1 in CBT and 1 in PE) received fewer than four
(attrition bias) sessions and were considered drop-outs and excluded from the analyses. Attri-
All outcomes tion rates did not differ significantly between the fCBT(6%) and PE(7%) group-
s." (p.203).
Comments: missing outcome data balanced in numbers across intervention
groups.
Selective reporting (re- Low risk Comments: we did not have the study protocol but there is no indication of se-
porting bias) lective reporting.
Other bias Low risk Comments: no clear indication of other bias.

A - Durham 2003

Methods

Allocation: randomised.

Blinding: maybe single-blind.

Location: two adjacent mental health services in Tayside and Fife (Scotland).

Length of follow-up: 9 month, 12 months.

Participants

Diagnosis: schizophrenia, schizoaffective and delusional disorder (ICD-10 and DSM -IV).

N =66.
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Sex: 45M, 21F.
Age: mean " 36 years.

History: length of illness: mean ™ 13 years. Psychosis and a diagnosis of schizophrenia, schizoaffec-
tive disorder or delusional disorder, affective disorder or delusional disorder aged 16-65 years who are
known to the psychiatric services as having persistent and distressing positive symptoms of hallucina-
tions or delusions, or both, and who have been stabilised on anti-psychotic medication for at least a 6-
month period medication under the care of a consultant psychiatrist.

Excluded: primary diagnosis of alcoholism or drug misuse, evidence of organic brain disease and histo-
ry of violence.

Interventions

1. CBT group: N =22,
Content: individual CBT + standard care.

Delivered by: five clinical nurse specialists with extensive five clinical nurse specialists with extensive
professional experience of severe mental professional experience of severe mental disorder.

Frequency: a maximum of 20 therapy sessions of approximately half an hour in length of approximately
half an hour in length over a 9-month period.

2. Supportive psychotherapy group: N = 23.
Content: individual psychotherapy + standard care.
Delivered by: not reported.

Frequency: a maximum of 20 therapy sessions of approximately half an hour in length of approximately
half an hour in length over a 9-month period

3. Standard care group: N =21.
Content: routine care, case management & medication.
Delivered by: not reported.

Frequency: a maximum of 20 therapy sessions of approximately half an hour in length of approximately
half an hour in length over a 9-month period

Treatment duration: 9 months.

Outcomes Global state: GAS.
Mental state: clinically important change - no improvement*, PANSS, PSYRATS (skewed data).
Adverse effect/event: death.
Satisfaction with treatment: leaving the study early.

Notes * Defined as the decrease rate of PANSS score < 25%.

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "The randomisation procedure (sealed envelope technique) was de-
vised by the project statistician (Cathy Hau) and project statistician (Cathy
Hau) and administered centrally by the non-clinical administered centrally.
It was carried out separately within each treatment centre using randomised
permuted blocking. " (p.303).

Comments: the investigators describe a random component in the sequence
generation process.
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Allocation concealment Low risk Quote: "...administered centrally by the non-clinical project coordina-
(selection bias) tor...."(p.303)
Comments: participants and investigators enrolling participants could not
foresee assignment.
Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)
All outcomes
Blinding of outcome as- Low risk Quote: "Organisation and administration of the work of the independent as-
sessment (detection bias) sessors and therapists were kept strictly separate in order to maintain the
All outcomes blindness of the assessor. (p.304).
Comments: the outcome assessor was blinded.
Incomplete outcome data  Low risk Comments: analyses repeated with missing values replaced either with previ-
(attrition bias) ous values carried forward or with group means, and the same pattern of sig-
All outcomes nificance was found.
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comments: no clear indication of other bias.

A - Garety 2008

Methods

Allocation: randomised.
Blinding: single-blind.
Location: five local mental health services in London.

Length of follow-up: 3, 6, 12, and 24 months.

Participants

Diagnosis: non-affective psychosis (ICD-10 and DSM-IV) with at least one positive symptom of moderate
severity on the PANSS.
N=301"

Sex: 211M, 90F.

Age: mean "37.1years, SD "10.9 years.

History: length of illness: 79.9 years, SD ™ 8.7 years. 1. Current diagnosis of psychosis; 2. Non-affec-

tive (International Statistical Classification of Diseases and Related Health Problems, Tenth edition
[ICD-10], F20); 3. Age 18 to 65 years; 4. Second or subsequent episode, which started not more than
three months before entry; 5. Rated at least four (moderate severity) on the PANSS on at least one posi-
tive psychotic symptom.

Excluded criteria were: primary diagnosis of alcoholism or drug misuse, evidence of alcoholism or drug
misuse, evidence of organic brain disease and history of organic brain disease and history of violence.

Interventions

Pathway 1 (participants without carers)
1. CBT group: N = 106.

Content: CBT + standard care. Targeted at relapse prevention, done by exploring people's understand-
ing of triggers and risks of relapse and by developing new model of disorder emphasising alternatives
to delusional thinking, targets often included persistent negative beliefs about self and others, charac-
teristic reasoning styles such as jumping to conclusions and distressing emotional reactions to events
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A - Garety 2008 (Continued)

and anomalous experiences; administered by skilled practitioners (doctorial level clinical psycholo-
gists) and treatment fidelity assessed using the Cognitive Therapy for Psychosis Adherence Scale.

Delivered by: five clinical nurse specialists with extensive five clinical nurse specialists with extensive
professional experience of severe mental professional experience of severe mental disorder.

Frequency: 12 to 20 sessions within 9 months.
2. Standard care group: N =112.

Treatment duration: 9 months.

Pathway 2 (participants with carers)

3.CBT group: N=27.

Content: targeted at relapse prevention, done by exploring people's understanding of triggers and risks
of relapse and by developing new model of disorder emphasising alternatives to delusional thinking,
targets often included persistent negative beliefs about self and others, characteristic reasoning styles
such as jumping to conclusions and distressing emotional reactions to events and anomalous experi-
ences; administered by skilled practitioners (doctorial level clinical psychologists) and treatment fideli-
ty assessed using the Cognitive Therapy for Psychosis Adherence Scale.

Delivered by: five clinical nurse specialists with extensive five clinical nurse specialists with extensive
professional experience of severe mental professional experience of severe mental disorder.

Frequency: 12 to 20 sessions within 9 months.
4. Family intervention group: N = 28.

Content: emphasis on improving communication, offering discussion of up-to-date information about
psychosis, problem-solving, reducing criticism and conflict, improving activity, and emotional process-
ing of grief, loss and anger.

Delivered by: 16 mental health professionals.
Frequency: not reported.
5. Standard care group: (N =28).

Treatment duration: 9 months.

Outcomes Global state: relapse***.
Mental state: clinically important change - no improvement**, PANSS, BDI (skewed data), BAI (skewed
data).
Functioning: Social and occupational functioning (SOFAS).
Quality of life: European Quality of life measure (EuroQol).
Satisfaction with treatment: leaving the study early.
Unable to use -
Mental state: specific symptoms - PSYRATS (trial did not report the score on delusion and hallucination)
Notes * Only used data derived from the CBT group and family intervention group for Pathway 2 (the partici-
pants with carers). N = 55.
** Number of participants did not experience partial or full remission.
*** Defined as the number of participants relapse after partial or full remission from initial episode.
Risk of bias
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Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote: "...using randomised permuted blocks with a block size randomly vary-

tion (selection bias) ing between two and ten for the no carer pathway and three and nine for the
carer pathway..."(p.413).
Comments: the investigators described a random component in the sequence
generation process.

Allocation concealment Low risk Quote: "Randomisation schedules were independently generated by a trial

(selection bias) randomisation service in a separate location from all trial centres.." (p.413).
Comments:participants and investigators enrolling participants could not
foresee assignment.

Blinding of participants High risk Quote: "Trial research assessors were independent of treatment delivery and

and personnel (perfor- every effort was made to ensure they were kept masked to allocation." (p.415).

mance bias) Comments: participants and therapists knew the group assignment.

All outcomes

Blinding of outcome as- Low risk Quote: "Trial research assessors were independent of treatment delivery and

sessment (detection bias) every effort was made to ensure they were kept masked to allocation." (p.415).

All outcomes
Comments: the outcome assessor was blinded.

Incomplete outcome data  Low risk Comments: intention-to-treat analysis was undertaken.

(attrition bias)

All outcomes

Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-

porting bias) tive reporting.

Other bias Low risk Comments: no clear indication of other bias.

A - Granholm 2013

Methods

Allocation: randomised.
Blinding: single-blind.

Location: outpatient residential and treatment settings, San Diego, USA.

Length of follow-up: 4.5, 9, 13.5 and 18- months.

Participants

Diagnosis: schizophrenia or schizoaffective disorder (SCID-I).
N=79.

Sex:44 M, 35F.

Age: mean 55 years, SD 6.6 years.

History: schizophrenia or schizoaffective disorder based on the Structured Clinical Interview for the Di-
agnostic and Statistical Manual of Mental Disorders, Fourth Edition (SCID-I).

Excluded: prior exposure to CBT during the previous five years, level of care required at baseline that
would interfere outpatient therapy groups (e.g. hospitalisations for medical, psychiatric, or substance
abuse problems), or disabling medical problems that would interfere with therapy or testing.

Interventions

1. Group CBT group: N =41.
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Content: group based intervention included thought Challenging, Social Skills Training, and Prob-
lem-Solving Training. Cognitive therapy was combined with role-play practice of communication skills
and problem-solving training

Delivered by: two doctoral-level or masters-level therapists with at least two years of CBT experience
Frequency: twice, for a total of 36 weekly sessions.

2. Goal-Focused Supportive Contact group: N = 38.

Content: enhanced supportive contact that included a primary focus, like CBSST, on setting and achiev-
ing functioning goals (e.g. living, learning, working and socialising)

Delivered by: the same therapists with CBT group.

Frequency: a total of 36 weekly sessions.

Outcomes Mental state: positive symptoms - PANSS, BDI (skewed data), BAI (skewed data)
Functioning;: life skills - Comprehensive Module Test (skewed data).
Quality of life: Life Satisfaction Index.
Satisfaction with treatment: leaving the study early.
Unable to use -
Defeatist Attitudes: Defeatist Performance Attitude Scale (not predefined in our protocol).
Functioning: independent living skills survey (data are not available to use, the reported result is aver-
age of available domain scores).
Mental state: SANS, Self Esteem Rating Scale-Short Form - SERS (only sub scale scores were available,
no total score).
Notes Trial Registry: NCT00237796
This study was funded by National Institute of Mental Health (NIMHRO1MH071410)
Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Low risk Quote: "participants were randomly assigned by an independent statisti-
tion (selection bias) cian"(p.3).
Comments: the investigators describe a random component in the sequence
generation process.
Allocation concealment Low risk Quote: "participants were randomly assigned by an independent statisti-
(selection bias) cian"(p.3).
Comments: participants and investigators enrolling participants could not
foresee assignment.
Blinding of participants High risk Quote: "single-blind...Assessors were blind to treatment allocation" (p.3).
and personnel (perfor-
mance bias) Comments: participants and personnel knew the group assignment.
All outcomes
Blinding of outcome as- Low risk Quote: "single-blind...Assessors were blind to treatment allocation" (p.3).
sessment (detection bias)
All outcomes Comments: the outcome assessor was blinded.
Incomplete outcome data  High risk Comments: 10 participants from the CBT group and five participants from the
(attrition bias) active control group left the study early. High proportion of dropout.
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All outcomes

Selective reporting (re- High risk Comments: the total score of PANSS was not reported as well as other sub
porting bias) scale score such as negative symptoms and general psychopathology. The to-
tal score of SANS was not reported.

Other bias Low risk Comments: no clear indication of other bias.

A - Granholm 2014

Methods Allocation: randomised.
Blinding: single-blind.

Location: a variety of community settings throughout San Diego, USA.
Length of follow-up: 4.5, 9, 15, 21-months.

Participants Diagnosis: schizophrenia or schizoaffective disorder (DSM - IV).
N =149.

Sex: 99 M, 50 F.
Age: mean "~ 41.6 years, SD ~ 9.2 years.
History: length of illness: mean™ 21.4 years, SD™ 10.6 years.

Excluded: (a) prior exposure to CBT or SST during the previous 5 years, and (b) level of care required at
baseline that would interfere with participation in outpatient therapy groups or assessments.

Interventions 1. Group CBT group: N=73.

Content: group-based intervention included thought Challenging, Social Skills Training, and Prob-
lem-Solving Training. Cognitive therapy was combined with role-play practice of communication skills
and problem-solving training

Delivered by: two doctoral-level or masters-level therapists with at least two years of CBT experience
Frequency: a total of 36 weekly sessions (9 months) with monthly booster sessions for 12 months fol-
low-up

2. Goal-Focused Supportive Contact group: N =76.

Content: enhanced supportive contact that included a primary focus, like CBSST, on setting and achiev-
ing functioning goals (e.g. living, learning, working and socialising)

Delivered by: the same therapists with CBT group.

Frequency: a total of 36 weekly sessions (9 months) with monthly booster sessions for 12 months fol-
low-up

Outcomes Mental state: positive symptoms - PANSS scores*, Beck Depression Inventory (BDI, skewed data)*.

Functioning: life skills - Comprehensive Module Test (CMT, skewed data)*, Maryland Assessment of So-
cial Competence (MASC)*.
Satisfaction with treatment: leaving the study early.

Unable to use -
Psychosocial Rehabilitation Toolkit - PSR Toolkit (the author did not report the data of this outcome).
Mental state: SANS (only sub scale scores were available, no total score).

Defeatist Performance Attitude Scale - DPAS (not predefined in our protocol).
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Notes * Long-term outcome not included due to greater than 40% attrition. Short-term data were also not re-
ported for MASC.
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "An independent statistician allocated participants to treatments ac-
tion (selection bias) cording to a computer-generated randomisation list."(p.2).
Comments: the investigators describe a random component in the sequence
generation process.
Allocation concealment Low risk Quote: "An independent statistician allocated participants to treatments ac-
(selection bias) cording to a computer-generated randomisation list."(p.2).
Comments: participants and investigators enrolling participants could not
foresee assignment.
Blinding of participants High risk Quote: "Assessors were blinded to treatment allocation, and therapists and
and personnel (perfor- the study coordinator, who were aware of treatment allocation, did not com-
mance bias) plete any outcome assessments."(p.2).
All outcomes
Comments: participants and therapists knew the group assignment.
Blinding of outcome as- Low risk Quote: "Assessors were blinded to treatment allocation, and therapists and
sessment (detection bias) the study coordinator, who were aware of treatment allocation, did not com-
All outcomes plete any outcome assessments."(p.2).
Comments: the outcome assessor was blinded.
Incomplete outcome data  High risk Comments: 48 participants from the CBT group and 44 participants from the
(attrition bias) active control group left the study early. High proportion of dropout.
All outcomes
Selective reporting (re- High risk Comments: the total score of PANSS was not reported as well as other sub
porting bias) scale score such as negative symptoms and general psychopathology. The to-
tal score of SANS was not reported.
Other bias Low risk Comments: no clear indication of other bias.

A - Haddock 1999

Methods

Allocation: randomised.
Blinding: single-blind.

Location: inpatients, UK.

Length of follow-up: 2 years.

Participants

Diagnosis: schizophrenia (DSM-I1V) or schizoaffective disorder confirmed by an independent psychia-
trist attached to the project.

N=21.
Sex:19M,2F.
Age: mean "28 years, SD

History: length of illness

"7 years.

< 5years.
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Excluded: not reported.

Interventions

1. CBT group: N=10.

Content: short-term individual CBT + standard care.

Delivered by: two clinical psychologists with expertise in the CBT.
Frequency: not reported.

2. Supportive counselling group: N =11.

Content: supportive counselling and psychoeducation + standard care.
Delivered by: not reported.

Frequency: not reported.

Treatment duration: 5 weeks with booster sessions at 1, 2, 3, and 4 months after discharge.

Outcomes General state: relapse.
Mental state: BPRS score.
Satisfaction with treatment: leaving the study early.
Unable to use -
Mental state: PSYRATS (only P values were reported, no usable data)
Notes
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "randomised - no further details." (p.255)
tion (selection bias)
Comments: the author used computer-generated randomisation procedure in
another study (NA - Haddock 2009)
Allocation concealment Unclear risk Comments: insufficient information.
(selection bias)
Blinding of participants High risk Quote: " ward staff and responsible medical officers were informed that pa-
and personnel (perfor- tients were taking part in the study, but were not informed of the treatment al-
mance bias) location."(p.255).
All outcomes
Comments: it is likely that the participants and personnel would know the
group assignment.
Blinding of outcome as- Low risk Quote: "Independent assessment was carried out by the project psychiatrist,
sessment (detection bias) who was blind to the treatment allocation.
All outcomes
Comments: the outcome assessor was blinded.
Incomplete outcome data  Low risk Comments: completer data (less than 5% drop out).
(attrition bias)
All outcomes
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
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Other bias Low risk Comments: no clear indication of other bias.
A-Jiang 2010
Methods Allocation: randomised.

Blinding: not reported.
Location: Inpatients, China.

Length of follow-up: 3, 6-months.

Participants

Diagnosis: chronic schizophrenia (CCMD-3) with obsessive-compulsive symptoms (total score of Yale-
Brown Obsessive-Compulsive Scale (Y-BOCS) >16).

N=70%.
Sex:36 M, 29 F.
Age: 25 - 70 years, mean ~ 39.13 years, SD ~ 14.12years.

Excluded: other psychotic disorder, obvious physical disorder, nervous system disease, pregnancy,
breast feeding women.

Interventions

1. CBT group: N = 35.

Content: remediation of the participants' false cognition; remediation of the harmful behaviour; relax-
ation training; promote the participants getting involved in recreational activities.

Delivered by: not reported.

Frequency: not reported.

2. Health education: N = 35.

Content: general health education and standard psychological nursing care.
Delivered by: not reported.

Frequency: not reported.

Treatment duration: 6 months.

Both groups continued to receive antipsychotics.

Outcomes Mental state: no clinical response on obsessive-compulsive disorder**, Yale-Brown Obsessive Compul-
sive Scale (Y-BOCS), anxiety (HAMA).
Satisfaction with treatment: leaving the study early.
Notes * 5 participants left the study early.
** defined by the decreased rate of Y-BOCS score<25%.
Funding source: not reported.
Risk of bias
Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "randomisation based on random number table" (p.227).
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Comments: the investigators describe a random component in the sequence
generation process.

Allocation concealment Unclear risk Comments: the author did not report the allocation concealment. Insufficient
(selection bias) information to permit judgement of 'Low risk' or 'High risk'.

Blinding of participants Unclear risk Comments: the author did not report the blinding.Insufficient information to
and personnel (perfor- permit judgement of 'Low risk' or 'High risk'".

mance bias)

All outcomes

Blinding of outcome as- Unclear risk Comments: the author did not report the blinding. Insufficient information to
sessment (detection bias) permit judgement of 'Low risk' or "High risk’.

All outcomes

Incomplete outcome data  Low risk Comments: two participants left the study early in the CBT group and three
(attrition bias) participants left the study early in health education group.

All outcomes

Selective reporting (re- Low risk Comments: all measured outcomes were reported.

porting bias)

Other bias Low risk Comments: none obvious.

A - Klingberg 2012

Methods

Allocation: randomised.
Blinding: single-blind.

Location: 3 study centres, Germany.

Length of follow-up: 6 and 12 months.

Participants

Diagnosis: DSM-IV) confirmed by a structured clinical interview (SCID-I).

N =198.

Sex:111 M, female 87 F.

Age: mean 36.9 years, SD 9.9 years.

History: outpatient, fluent speaker in German language; willingness to give informed consent.

Excluded: any PANSS positive symptom (P1-P7) = 6; severe depression as indicated by PANSS G6 = 6;
any extrapyramidal symptom of at least moderate intensity as assessed with the Udvalg for Klinske Un-
dersggelser (UKU) side-effect rating scale; age < 18 or > 55; verbal IQ < 80 assessed by a German multi-
ple-choice vocabulary test; organic brain disease; diagnosis of substance abuse or substance depen-
dence according to DSM-IV/SCID-I as primary clinical problem including the intention to initiate treat-
ment of substance abuse/ dependence; travel time to the study centre = 1 hour.

Interventions

1. CBT group: N =99.

Content: applies general principles of cognitive behaviour therapy (e.g. case formulation based on a
cognitive model, goal setting, discussion of cognitive processes, homework assignments, role-play) for
the treatment of negative symptoms. The treatment concept of the CBT has been described in detail
elsewhere(Klingberg 2008; Klingberg 2009).

Delivered by: five specifically trained clinical psychologists.
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Frequency (times): 20 sessions in 9 months.
2. Cognitive Remediation (CR) group: N =99.

Content: the program follows the principles of errorless learning, overlearning, and immediate positive
feedback (verbal), which are combined with alternative cognitive strategies such as systematic elabo-
ration of information, verbalization, self-instruction, and structuring of information. The CR has been
adapted from an earlier study (Wolwer 2005).

Delivered by: five specifically trained clinical psychologists.
Frequency (times): 20 sessions in 9 months.
Treatment duration (weeks): 9 months.

All patients received routine psychiatric outpatient care outside of the study including antipsychotic
medication and regular visits with a psychiatrist.

Outcomes Global state: rehospitalisation
Adverse events: death (due to accident), no events/effects.
Satisfaction with treatment: leaving the study early.
Engagement with service: compliance with medication-number of participants with favourable or ade-
quate medication compliance*.
Unable to use -
Number of participants receiving antipsychotics at baseline, 6- and 12-month (not predefined in our
protocol).
Mental state: Clinical Global Impression Scale (CGI), PANSS, SANS, Calgary Depression Rating Scale
for Schizophrenia (CDSS) and specific symptom score-SCL-90-R-GSI (Global severity index) (these out-
comes were reported as effect size that can not be transformed and used).
Global state: Global assessment of functioning (GAF) (these outcomes were reported as effect size ef-
fect size that can not be transformed and used).
Notes * Data were reported at 6 months. As 6 months and 12 months are both medium-outcome data, there-
fore, we only used data reported at 12 months).
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: " ...generated by the Institute for Medical Biometry using a computer-
tion (selection bias) ized algorithm and was stored by CenTrial"(p.5102).
Comments: the investigators describe a random component in the sequence
generation process.
Allocation concealment Low risk Quote: " ...generated by the Institute for Medical Biometry using a computer-
(selection bias) ized algorithm and was stored by CenTrial"(p.5102).
Comments: participants and investigators enrolling participants could not
foresee assignment.
Blinding of participants High risk Quote: "Assessor blind regarding the study condition"(p.5102) "the result of
and personnel (perfor- the randomisation only to the therapist in order to keep the assessor blind re-
mance bias) garding the study condition. The therapist then gives the information about
All outcomes treatment allocation to the patient." (p.5102).
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Comments: participants and therapists knew the group assignment.

Blinding of outcome as- Low risk Quote: " Blinded assessment"(p.5100) "assessor blind regarding the study con-
sessment (detection bias) dition"(p.S102) "the result of the randomisation only to the therapist in order
All outcomes to keep the assessor blind regarding the study condition. The therapist then

gives the information about treatment allocation to the patient." (p.S102).

Comments: the outcome assessor was blinded.

Incomplete outcome data  Low risk Comments: 9 and 20 participants dropped out from the CBT group and CR
(attrition bias) group, respectively, however, the intention-to-treat sample includes all ran-
All outcomes domised patients.

Selective reporting (re- Low risk Comments: all measured outcomes were reported.

porting bias)

Other bias Low risk Funding source: This study was funded publicly by the German Research
Foundation (Deutsche Forschungsgemeinschaft, grants Kl 1179/2-1 and Kl
1179/3-1).

Comments: none obvious.

A - Lecomte 2008

Methods Allocation: randomised.
Blinding: single-blind.
Location: community mental health clinics in Quebec and British Columbia, Canada.

Length of follow-up: 3, 12 months.

Participants Diagnosis: schizophrenia spectrum, n = 71; others, n = 58.
N=129.
Sex: 36 M, 93 F.
Age: 18 - 35 years; mean ~ 24.92 years.

History: currently presenting with persistent or fluctuating psychotic symptoms (defined as delusions
or hallucinations appearing occasionally, such as in periods of stress), having consulted for the first
time a mental health professional for psychotic symptoms in the past 2 years, and being followed by a
psychiatrist (and therefore receiving antipsychotic medication). Individuals only recruited once they
had been discharged from the hospital and considered 'stabilised' by their psychiatrist. Nonaffective
psychosis was preferred but individuals with unclear diagnoses at the time of the referral were also ac-
cepted.

Excluded: organic disorder, having already received one of the interventions, and not being able to give
informed consent. Capacity to give informed consent verified by a true-false questionnaire given after
the study and consent form were explained.

Interventions 1. Group CBT: N=48.

Content: the manual is built in 4 parts: (1) stress: how it affects me; (2) testing hypotheses and looking
for alternatives, (3) drugs, alcohol, and how | feel; and (4) coping and competence.

Frequency: 24 sessions, twice a week, for 3 months.

Delivered by: 2 therapists and none had previous training in CBT.
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Treatment duration: 3 months.

2. Group social skill training: N = 54.

Content: teaching skills such as symptom management and relapse prevention.
Treatment duration: 3 months.

3. Waiting-list control group: N=27*.

Content: On waiting list .

Treatment duration: 3 months.

Outcomes Mental state: BPRS total score, positive and negative score, Self-esteem - Self-Esteem Rating Scale
(skewed data).

Fucntioning: Insight - The Insight Scale.
Satisfaction with the treatment: leaving the study early.
Unable to use -

Coping with stress: Cybernetic Coping Scale (CCS) - invalidate data, only data from sub scales (CCS ac-
tive and CCS passive) were reported, however the validity of the sub-scale was not tested.

The addiction severity index (ASI) - data were not reported.

Belief about Voices Questionnaire (BAVQ) - only data in CBT group at 1 year follow-up were reported.
Maudsley Assessment of Delusion schedule - only data in CBT group at 1 year follow-up were reported.
The social provision scale (SPS) - not predefined in our protocol.

Mental state: Beck Depression Index (BDI) - only data in CBT group at 1-year follow-up were reported.

Notes *We only used data from CBT group and social skill training group.

We did not use data from this trial at 15-month follow-up as the attrition rate exceeded 50%.

Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Unclear risk Quote: "Participants were randomly assigned..." (p.868)

tion (selection bias)
Comments:ilnsufficient information about the sequence generation process to

permit judgement of 'Low risk' or "High risk’.

Allocation concealment Unclear risk Comments: the method of concealment is not described.
(selection bias)

Blinding of participants High risk Comments: single-blinded, only outcome assessor was blinded,
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- Low risk Quote: "...single blinded, the assessors were blinded." (p.868)

sessment (detection bias)

All outcomes
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Incomplete outcome data  High risk Comments: 13 participants from the CBT group and 37 participants from the
(attrition bias) control group left the study early at 9 months follow-up. High proportion of
All outcomes dropped out.

Selective reporting (re- Low risk Comments: all measured outcomes were reported.

porting bias)

Other bias Low risk Comments: no clear indication of other bias.

A - Levine 1998

Methods

Allocation: randomised.
Blinding: maybe single-blind.

Location: Israel.

Length of follow-up: 6, 10 weeks.

Participants

Diagnosis: paranoid schizophrenia diagnosis according to DSM-III-R criteria
N=12.

Sex: not reported.
Age: range 20-45 years.
History: length of illness > 5 years.

Inclusion criteria: education: 8 years of schooling and more; active delusional system; no change of an-
tipsychotic drugs given in standard dosage in the last 3 months.

Excluded: alcohol and/or drug abuse; chronic physical condition; Orthodox religious conviction.

Interventions

1. CBT group: N =6.
Content: group based, six weekly sessions + standard care.

Delivered by: all researchers taking part in the present study were previously trained in inducing cogni-
tive dissonance in paranoid patients.

Frequency: six sessions, once weekly for 50 minutes.
2. Supportive therapy group: N = 6.

Content: group based, six weekly sessions + standard care.

Delivered by: all researchers taking part in the present study were previously trained in inducing cogni-
tive dissonance in paranoid patients.

Frequency: 50 minutes weekly for 6 weeks.

Treatment duration: 6 weeks.

Outcomes Mental state: PANSS total score.

Unable to use -

PANSS - positive (skewed data), PANSS - negative (skewed data), thought disturbance (skewed data).
Notes None.
Risk of bias

Cognitive behavioural therapy plus standard care versus standard care plus other psychosocial treatments for people with schizophrenia

(Review)

Copyright © 2019 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

71



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

A - Levine 1998 (continued)

Bias Authors' judgement  Support for judgement

Random sequence genera-  Unclear risk Comments: reports random allocation - no detail provided.
tion (selection bias)

Allocation concealment Unclear risk Comments: insufficient details provided.
(selection bias)

Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)

All outcomes

Blinding of outcome as- Low risk Comments: raters unaware of allocation.
sessment (detection bias)
All outcomes

Incomplete outcome data  Low risk Comments: no dropouts.
(attrition bias)
All outcomes
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias High risk Comments: sample size of only 6 participants per group.
A-Li2014
Methods Allocation: randomised.

Blinding: single-blind.
Location: inpatient and out-patients in three psychiatric hospitals in Beijing, China.

Length: 84 weeks.

Participants Diagnosis: schizophrenia (72.9% in the CBT group and 77.1% in the ST group were characterised as
paranoid type, and 27.1% in the CBT group 22.9% in the ST group were classed as having undifferenti-
ated schizophrenia.

N =96.
Sex: 72 M, 24 F.
Age: 18-60 years *.

History: PANSS total score greater than 60 indicating at least a mild level of psychiatric symptoms; on
an adequate dose of an antipsychotic medication for at least the prior 4 weeks; capable of providing
written informed consent.

Excluded: a co-morbid diagnosis of mental retardation or primary substance dependence; a score of
55 (worse) of conceptual disorganisation according to the PANSS, which included those who could not
communicate, had poor rapport, or lack of spontaneity and flow of conversation; had received elec-
troconvulsive therapy within the past 6 months prior to entry into the study; currently receiving other
types of systematic psychotherapy.

Interventions 1. CBT group: N =96.
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Quote "CBT is a manual-based treatment. In this study, it was delivered by therapists to patients who
were allocated to the CBT group. There were 12 sessions in the first 12 weeks followed by three boost-
er sessions in the subsequent 12 weeks. Each session lasted for about 40- 50 min and flexibility on time
was given depending on the attention, tolerance level and mental state of the participants. The trial
protocol for using CBT to treat schizophrenia was compiled in Chinese and based on the principles and
practice developed by Kingdon & Turkington (Kingdon 2004). This training manual was written in Chi-
nese and translated to English before it was used as the training material for review by Kingdon and
Turkington, and three CBT specialists in Hong Kong, Beijing and Changsha of China. Its cultural rele-
vance and acceptability were tested on 10 patients with schizophrenia.

The first four sessions were delivered twice a week and focused on the introduction of the treatment,
building a therapeutic alliance, psychoeducation about the cognitive-behavioural model of psychosis
and normalization of the experience of psychosis. The next six sessions in the intermediate stage were
offered once a week. These sessions involved cognitive-behavioural work with delusions, hallucina-
tions, negative symptoms and anxiety/depression. Homework was also assigned in a flexible manner
after each session to consolidate what was learned in the session. The two sessions in the final phase
were delivered once every 2 weeks. They included a discussion of attitudes to medication and relapse
prevention work. Finally, three booster sessions were offered once monthly for reviewing patients'
progress and consolidating what patients had learned of CBT strategies for coping" (p 1896).

Quote "The eight therapists were experienced psychiatrists or psychologists with 5 to 20 years experi-
ence using psychotherapy in hospitals on patients with a mental disorder. They had been trained and
supervised in the application of cognitive therapy for psychosis by experienced cognitive - behavioural
therapists, and had special expertise in the application of CBT for psychosis using a translated Kingdon
and Turkington manual" Kingdon 2004 (p.1898).

2. Supportive Therapy group: N = 96.

Quote "ST was also in the form of manual-based treatment and comprised 12 sessions in the first 12
weeks followed by three consolidated sessions in the subsequent 12 weeks. Each session lasted for
about 40 - 50 min. This intervention is based on supportive models of psychotherapy and has been re-
ported to be the most widely practised form of individual psychotherapy in psychiatric services (Win-
ston et al. 2004 ). The primary goal of the ST in the first 12 sessions was to provide patients with emo-
tional support, knowledge of mental disorders, and provide suggestions to patients on preventing a re-
lapse of the disease. Similar to the CBT approach, ST also focused on developing and maintaining ther-
apeutic alliance and providing psychoeducation to patients. However, ST did not have a therapeutic
component and did not have a treatment structure. For example, patients could select session topics
such as discussing interests, personal experiences and expressing feelings. Therapists were nondirec-
tive but used reflective listening and summarizing techniques to support patients in coping with cur-
rent life events and in relapse prevention. No homework was given and no specific CBT." (p1896)

Treatment duration: 24 weeks.

Outcomes Mental state: PANSS general, positive, negative scores
Functioning: Personal and Social Performance Scale scores, Schedule for Assesing Insight scores.
Satisfaction with treatment: leaving the study early.

Notes * The groups were evenly matched in terms of demographics, with the exception of age. The ST group
was significantly older (mean age was 33.44 years) than the CBT group (mean age was 29.27 years). Age
was therefore treated as a confounding factor in subsequent analyses.

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "Randomly allocated to the CBT group or the ST group (1:1 randomiza-
tion). Block randomization was conducted by computer-generated, random
numbers to allocate the eligible participants to either of the two groups, strat-
ified according to study site and performed at a geographically remote and in-
dependent location."
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Comments: the investigators describe a random component in the sequence
generation process.

Allocation concealment Low risk Quote: "..., stratified according to study site and performed at a geographically
(selection bias) remote and independent location."

Comments: participants and investigators enrolling participants could not
foresee assignment.

Blinding of participants High risk Comments: single-blinded study, only outcome assessor was blinded.
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- Low risk Comments: five independent trained raters were blind to the allocation status
sessment (detection bias) of the participants.
All outcomes

Incomplete outcome data  Low risk Comments: 25 or 96 participants left the study early.
(attrition bias)
All outcomes
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comments: none obvious.
A-Li2015
Methods Allocation: randomised.

Blinding: maybe single-blind.
Location: China.

Length of follow-up: 1 year.

Participants Diagnosis: schizophrenia, diagnosed with CCMD-3.
N =200.

Sex: 92 M, 86 F*.
Age: range 18-60 years.

History: length of illness > 5 years, illness condition relatively stable and living with relatives to main-
tain pharmacological therapy.

Excluded: people with tardive dyskinesia; severe physical impairment; pregnant or lactating women.

Interventions 1. CBT group: N =50.

Content: through analysis of underlying causes and developing problem-solving models to correct pa-
tients negative/problematic behaviour, as well as improving patients understanding of the condition.
Re-build behavioural model that is beneficial to patient cognitive ability, reduces social conflict, im-
prove medication compliance and reduce symptoms.

Delivered by: psychiatrists taking part in the present study's institution.

Frequency: twice/month for the first 6 months, once/month for the last 6 months. 50 minutes each ses-
sion.
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Frequency: 50 minutes each session.
2. Family intervention group: N = 50.

Content: psychoeducation directed to carers to improve their understanding of the condition and skills
on family intervention/care. Carers was trained on emotional expression, ability to recognise early
warning signs and dealing with conflicts.

Delivered by: twice/month for the first 6 months, once/month for the last 6 months. 50 minutes each
session.

Frequency: 50 minutes each session.
Treatment duration: 6 weeks.
3. Occupational therapy group: N =50.

Content: participants past work experience, current skills and development potential was evaluated at
the start of the therapy to inform the individual occupational therapy planning, which includes the fol-
lowing content: work target, individual strength and weakness, means of achieving target, change per-
ception (e.g. housework is also work). Encouragement was given and systemic psychological care was

also provided.

Delivered by: twice/month for the first 6 months, once/month for the last 6 months. 50 minutes each
session.

Frequency: 50 minutes each session.
Treatment duration: 6 weeks.
4. Standard care group: N = 50.

This group received the usual care they would have received on the ward.

Outcomes Mental state: SCL-90 total score.
Satisfaction with treatment: leaving the study early.
Unable to use -
Functioning: Family Burden Scale score was reported, however the study author did not provide the full
name or reference for the scale and it appears the scale was not validated or peer-reviewed.
Notes * Twenty-two participants dropped out from the trial.
We only used data from the first three groups, and combined data from family intervention group and
occupational therapy group into one single group data.
Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Low risk Comment: random number table was employed to achieve random sequence
tion (selection bias) generation.
Allocation concealment Unclear risk Comment: the author did not describe this information.
(selection bias)
Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)
All outcomes
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Blinding of outcome as- Low risk Comment: another clinician unaware of the group allocations performed out-
sessment (detection bias) come evaluation.
All outcomes

Incomplete outcome data  Low risk Comment: a small number of participants dropped out in each of the four
(attrition bias) groups, but the distribution of dropout was balanced between groups and had
All outcomes minimal affect on the SCL-90 average score (which is the main usable outcome

of this study).

Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comment: none obvious.
A-Li2015b
Methods Allocation: randomised.

Blinding: single-blind.
Location: China.

Length of follow-up: 12 weeks.

Participants Diagnosis: schizophrenia, diagnosed with ICD-10.
N =100.

Sex: 46 M, 40 F*.
Age: range 18-60 years.

History: length of illness > 5 years: PANSS score <70; HAMD score > 17 <24; SAS score > 51 <69; SSMI-C
score > 50 ; illness condition relatively stable in the past 6 months; educated to middle school level or
above.

Exclusded: severe physical impairment; pregnant or lactating women; abnormal lab tests

Interventions 1. CBT group: N =50.

Content: three stages and each with distinctive therapeutic goals. Therapy programme was developed
with clear focus of each stage and homework was allocated. Initially therapeutic relationship was es-
tablished by investigating patients feeling towards illness stigma and their perception of the illness.
During second stage, CBT techniques were employed to correct the misconception and to incept posi-
tive thought model and coping strategy. In final stage, previous learning was reinforced and consolidat-
ed.

Delivered by: not stated.

Frequency: 50 to 60 minutes each session, 8 sessions in total. Once/week for the first 8 weeks and once/
fortnight for the last 4 weeks.

Treatment duration: 12 weeks.
2. Supportive therapy group: N = 50.

Content: psychoeducation to improve patients understanding of the condition and importance of med-
ication, as well as the side effects expected.

Delivered by: not stated.
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Frequency: 50 to 60 minutes each session, 8 sessions in total. Once/week for the first 8 weeks and once/
fortnight for the last 4 weeks.

Treatment duration: 12 weeks.

Outcomes Mental state: SSMI-C total score, HAMD score, SAS score.
Satisfaction with treatment: leaving the study early.
Notes * Five participants dropped out from the trial.
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Unclear risk Comment: the author stated the group assignment as randomly assigned. No
tion (selection bias) details about the randomisation method were reported.
Allocation concealment Unclear risk Comment: the author did not describe this information.
(selection bias)
Blinding of participants Unclear risk Comment: the author stated single-blind, but we are unclear who was blinded.
and personnel (perfor-
mance bias)
All outcomes
Blinding of outcome as- Unclear risk Comment: the author stated single- blind, but we are unclear who was blind-
sessment (detection bias) ed.
All outcomes
Incomplete outcome data  Low risk Comment: dropout rate was small and balanced between groups without hav-
(attrition bias) ing had any significant on the scale score average.
All outcomes
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comment: none obvious.
A-Ma2012
Methods Allocation: randomised.

Blinding: single-blind.
Location: inpatients and outpatients, three hospitals in China.

Length of follow-up: 12, 24 weeks.

Participants

Diagnosis: schizophrenia, DSM-IV.
N =200.
Sex: 51 M, 69 F*.

Age: 18-60 years; mean ~ 29 years, SD ~ 10 years.
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History: middle-school education or higher; PANSS total score = 60; receiving one type of antipsy-
chotics; consistent dosage and type of antipsychotics use for at least 2 weeks; carers has signed the in-
formed consent.

Excluded: have other psychotic disorder; the item score 'dissociation’ in PANSS scale=5; the item score
'Poor rapport' in PANSS scale=5; the item score 'Lack of spontaneity & flow of conversation' in PANSS
scale=5; did not receive modified electroconvulsive therapy one month before randomisation; receiv-
ing other psychological therapies at present; with any severe or unstable physical disorder.

Interventions

1. CBT group: N =100.

Content: the CBT therapy referred to Kingdon D et. al's (Kingdon 2005) CBT handbook. The CBT mainly
involves therapies for hallucination, delusion, negative symptoms or emotional symptoms, medication
compliance and prevention of relapse.

Delivered by: trainee CBT therapists.

Frequency: during the first 24-week treatment period, participants received 15 sessions in total involv-
ing: two sessions per week for 2 weeks; one session per week for 6 weeks; four biweekly sessions, and
three once-per-month sessions.

2. Supportive Therapy group: N = 100.

Content: a supportive therapy handbook was established, which mainly involves basic psychological
treatment strategies such as unconditional positive regards, positive regards, support, acceptance, en-
couragement, health education relevant to schizophrenia, etc.

Delivered by: not reported.

Frequency: during the first 24-week treatment period, participants received 15 sessions in total involv-
ing: two sessions per week for 2 weeks; one session per week for 6 weeks; four biweekly sessions, and
three once-per-month sessions.

Treatment duration: 24 weeks.

Outcomes Adverse effects: no events
Satisfaction with treatment: leaving the study early.
Unable to use -
Coping style Qustionaire: invalidate data, only data from sub scales (such as problem-solving, self-ac-
cusation) were reported, however the validity of sub scale was not tested.
Mental state: PANSS, IBS score: not reported in the study results.
Quiality of life: Physical health (WHOQOL-BREF); psychological (WHOQOL-BREF); social relationships
(WHOQOL-BREF); environment (WHOQOL-BREF) at 12-, 24-week (outliers, data in two treatment groups
were exactly the same).

Notes * 32 participants left the study early, 48 participants were excluded from the final analysis due to in-
valid questionnaire.
Funding sources: funded by the Beijing municipal science and technology research and development
projects: D0906001040391.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-  Low risk Quote: "randomisation based on random number table" (p.802).

tion (selection bias)
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Comments: the investigators describe a random component in the sequence
generation process.

Allocation concealment Unclear risk Comments: the author did not describe this information.

(selection bias)

Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants or person-

and personnel (perfor- nel.Insufficient information to permit judgement of 'Low risk' or 'High risk".

mance bias)

All outcomes

Blinding of outcome as- Low risk Comments: outcome assessor was blinded.

sessment (detection bias)
All outcomes

Incomplete outcome data  High risk Comments: 32 participants left the study early, 48 participants were excluded
(attrition bias) from the final analysis due to invalid questionnaire.
All outcomes
Selective reporting (re- High risk Comments: the author did not report the PANSS score and IBS score.
porting bias)
Other bias Low risk Comments: none obvious.
A - Penn 2009
Methods Allocation: randomised.

Blinding: single-blind.
Location: outpatient clinic at a local hospital and local community mental health centres, central
North Carolina, USA.

Length of follow-up: post treatment, 3, 12 months follow-up.

Participants

Diagnosis: schizophrenia, schizoaffective disorder.
N =65.

Sex:33 M, 32F.

Age: 18 - 65 years.

History: presence of current persistent auditory hallucinations of at least moderate severity (rating of
at least 4 PANSS); attending at least two pharmacological trials, one of which being an atypical antipsy-
chotic or clozapine for 8 weeks prior to randomisation.

Excluded: meeting criteria for mental retardation (based on both IQ and functional impairment criteria)
or having current substance dependence.

Interventions

1. CBT group: N =32.

Content: based upon New Reference protocols, focused on auditory hallucinations (content behaviour-
al analysis, and coping strategies) - more emphasising coping skills rather than cognitive restructuring;
and de-emphasising self-esteem work than New Reference.

Delivered by: a clinical psychologist, a psychiatrist, a social work graduate student, and doctoral stu-
dents
Frequency: 12 one-hour weekly sessions.

2. Enhanced supportive therapy group: N = 33.

Content: divided into 3 phases: i. establishing therapeutic alliance, ii. agreeing on interpersonal goals
(for each group member); and iii. focusing on social integration (i.e. identifying steps to achieve those
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interpersonal goals) - direct approach to solving problems relying on advice from therapists and other
group members (unlike CBT, group leaders provided direct advice for client questions/problems, and
solicited advice and suggestions from group members).

Delivered by: other competent therapists.
Frequency: 12-week manual-based intervention. Each session lasted about 1 hour.

Treatment duration: 12 weeks.

Outcomes Global state: hospitalisation.
Mental state: PANSS, PSYRATS, BDI, RSES scores.
Functioning: social - SFS scores, cognitive - BCIS.
Satisfaction with treatment: leaving the study early.
Unable to use -
The Belief about Voices Questionnaire-Revised (BAVQ) - invalidate data, only data from sub scales
(malevolence, benevolence, resistance, engagement, and omnipotence) were reported, however the
validity of the sub-scale was not tested.
Notes None.
Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Low risk Quote: "Randomization was stratified by gender to ensure equal numbers
tion (selection bias) across groups using a computer randomisation generator. " (p.54).
Comments: the investigators describe a random component in the sequence
generation process.
Allocation concealment Low risk Quote: "Randomization to treatment condition (with condition being desig-
(selection bias) nated by a random number), was conducted by a research associate blind to
the correspondence between random number and treatment group."(p.54).
Comments: participants and investigators enrolling participants could not
foresee assignment.
Blinding of participants High risk Quote: "... Experimental blindness was maintained by asking participants not
and personnel (perfor- to talk to the RAs about their treatment." (p.54).
mance bias)
All outcomes Comments: Participants and therapists knew the group assignment.
Blinding of outcome as- Low risk Quote: "All recruitment procedures and research evaluations were conduct-
sessment (detection bias) ed by two research assistants (RAs) who were blind to treatment assignmen-
All outcomes t." (p.54).
Comments: the outcome assessor was blinded.
Incomplete outcome data  Low risk Comments: intention-to-treat analysis.
(attrition bias)
All outcomes
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comments: no clear indication of other bias.
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A - Pinto 1999

Methods

Allocation: randomised.
Blinding: not reported.

Location: inpatients and outpatients, North America.

Length of follow-up: 6 months

Participants

Diagnosis: schizophrenia (DSM IV).
N=41.

Sex: 28 M, 13 F.
Age: mean ~ 33.9 years, SD ~ 10.1 years.

History: length of illness mean ™ 11.6 years, SD ~ 7.9 years, no evidence of current substance abuse or
organic pathology, treatment-refractory psychosis, able to provide informed consent.

Exclusded: not reported.

Interventions

1. CBT group: N = 20.

Content: individual CBT + social skills training + standard care.
Delivered by: not reported.

Frequency: not reported.

2. Supportive counselling: N = 21.

Content: included psychoeducation about nature and treatment of schizophrenia, active listening, em-
pathy and reassurance, health promotion, crisis management, advocacy + standard care.

Delivered by: well-trained psychiatrist or psychologist.
Frequency: not reported.
Monthly support meetings for family members were available for the families of clients in both groups.

Treatment duration: 6 months.

Outcomes Mental state: BPRS, SAPS (skewed data), SANS.
Satisfaction with treatment: leaving the study early.
Notes None.
Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Unclear risk Comments: the author reported random allocation but did not describe more
tion (selection bias) details.
Allocation concealment Unclear risk Comments: the author did not describe this information.
(selection bias)
Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)
All outcomes
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A - Pinto 1999 (continued)

Blinding of outcome as- Unclear risk Comments: the author did not describe the blinding of outcome assessor. In-
sessment (detection bias) sufficient information to permit judgement of 'Low risk' or 'High risk".

All outcomes

Incomplete outcome data  Unclear risk Comments: the author did not describe this information.

(attrition bias)

All outcomes

Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.

Other bias Low risk Comments: no clear indication of other bias.

A - Tarrier 1999

Methods

Allocation: randomised.
Blinding: single-blind.

Location: National Health Service trusts in Greater Manchester

Lenght of follow-up: 10 weeks, 12, 24 months.

Participants

Diagnosis: schizophrenia, schizoaffective psychosis, delusional disorder (DSM Il R).
N =87.

Sex: 69 M, female 18 F.

Age: 16 - 65 years, mean ~ 39 years, SD "~ 11 years.

History: median length illness 11 years; experiencing psychotic symptoms (i.e. hallucinations or delu-
sions) for at least six months which did not appear to be responding further to medication; no evidence
of organic pathology which could have explained the psychopathology; receiving regular and stable
antipsychotic medication.

Interventions

1. CBT group: N=33.

Content: coping strategy enhancement, training in problem-solving, strategies to reduce relapse +
standard care.

Delivered by: three experienced clinical psychologists and followed a protocol manual.

Frequency: six hourly sessions, each of which were followed by two summary sessions. Sessions were
carried out twice a week and 20 sessions of treatment were carried out over 10 weeks. After post-treat-
ment assessment, four booster sessions were given once a month for four months.

2. Supportive counselling group: N = 26.

Content: emotional support, unconditional regard, general counselling + standard care.
Delivered by: three experienced clinical psychologists and followed a protocol manual.

Frequency: 20 one-hour sessions twice a week with four booster sessions after post-treatment assess-
ment.

3. Standard care group: N = 28.

Content: standard psychiatric management with medication, monitoring outpatient follow-up and
care programme approach.

Delivered by: Three experienced clinical psychologists and followed a protocol manual.

Frequency: not available.
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A - Tarrier 1999 (continued)

Treatment duration: 10 weeks treatment plus 4 months booster session.

Outcomes Global state: relapse.
Mental state: clinically important change*, negative symptoms - SANS.
Adverse effect/event: death.
Satisfaction with treatment: leaving the study early.

Unable to use -
Mental state: positive symptoms(calculated by combining PSE and BPRS scores - log transformed da-

ta).
Notes * Less than 50% improvement in positive symptoms sub scale of BPRS in both severity and number of
symptoms.
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Comments: stratified block randomisation procedure.
tion (selection bias)
Allocation concealment Low risk Comments: allocation contained in sealed envelopes - undertaken by inde-
(selection bias) pendent third party. Participants and investigators enrolling participants
could not foresee assignment.
Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)
All outcomes
Blinding of outcome as- Low risk Comments: raters blind to treatment condition.
sessment (detection bias)
All outcomes
Incomplete outcome data  High risk Comments: completer data reported.
(attrition bias)
All outcomes
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comments: no clear indication of other bias.
A -Velligan 2014
Methods Allocation: randomised.

Blinding: single-blind.
Location: "public mental health clinics in 2 counties in Texas"(p.2).

Length of follow-up: 3, 6, 9, 12, 15 months follow-up. (p.2).

Participants Diagnosis: schizophrenia or schizoaffective disorder.
N = 166.
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A - Velligan 2014 (continued)

Sex: 74 M, 92 F.
Age: 18 - 60 years; mean” 43.47 years, SD” 10.7 years.

History: fluent English speakers between the ages of 18 and 60 years; receiving ongoing treatment with
an oral antipsychotic; persisting positive symptoms as evidenced by a score of = 4 on BPRS expand-

ed version ratings of delusions, hallucinations, and/or suspiciousness; functional impairment as evi-
denced by a score of < 70 on the social and occupational functioning scale; stable residence; able to un-
derstand and complete assessments.

Excluded: documented history of significant head trauma, seizure disorder, or mental retardation; his-
tory of substance abuse or dependence in the past month; history of violence in the past 6 months (as a
safety measure for staff making home visits).

Interventions

1. CBT Group: N =37.

Content: CBTp is a talk therapy designed to treat persistent symptoms of psychosis and the accompa-
nying distress. A 9-month treatment manual was developed based upon Kingdon and Turkington and
included simple handouts and homework assignments based on the work of Granhom et al. The focus
of the sessions was on patient identified problems, particularly those that interfered with daily func-
tioning or were distressing, normalizing symptoms, and using CBT techniques to develop alternative
explanatory models of event.

Delivered by: experienced therapists (p.3).

Frequency: CBT was delivered weekly for 9 months for up to 38 visits during the treatment period. Ses-
sions lasted for "1 hour.

2. Cognitive Adaptation Training (CAT) Group: N =33.

Content: CAT is a series of manual-driven compensatory strategies and environmental supports (signs,
checklists, electronic cueing devices) established and maintained on weekly home visits by a CAT ther-
apist/trainer.

Delivered by: experienced therapists.

Frequency (times): CAT was delivered weekly for 9 months for up to 38 visits during the treatment peri-
od. Sessions lasted for "1 hour.

3. CBT+CAT group: N=40. *

Content: CBT combined with CAT.
Delivered by: experienced therapists
4. Standard care group: N =42

TAU consisted of case management and medication follow-up appointments provided by the local
community mental health centre.

Delivered by: Experienced therapists

Treatment duration: 9 months.

Outcomes

Outcomes
Satisfaction with treatment: leaving the study early.
Unable to use -

Mental state: BPRS, Hallucination Rating Scale (AHRS), the Delusion Rating Scale (DRS). (only P values
were reported).

Function: the Multnomah Community Ability Scale (MCAS) (only P values were reported).
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Notes Funding source: National Institute of Mental Health (SROIMH082793).
* We only used data from CBT and CAT group, according to the inclusion criteria in our protocol, we did
not use data from CBT+ CAT group and TAU group.

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote: "Randomization was stratified by gender and age using a computer

tion (selection bias) generated algorithm created by the study statistician who had no patient con-
tact." (p.2)
Comments: the investigators describe a random component in the sequence
generation process.

Allocation concealment Low risk Quote: "Randomization was stratified by gender and age using a computer

(selection bias) generated algorithm created by the study statistician who had no patient con-
tact." (p.2)
Comments: participants and investigators enrolling participants could not
foresee assignment because the allocation assignment was conducted by an
independent statistics.

Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-

and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk'".

mance bias)

All outcomes

Blinding of outcome as- Low risk Quote: "All raters were blind to treatment condition" (p.4).

sessment (detection bias)

All outcomes Comments: the outcome assessor was blinded.

Incomplete outcome data  Low risk Comments: 13 patients in the CBT group and 13 patients in the CAT group

(attrition bias) dropped from the study. Intention-to-treat analysis was conduct when

All outcomes analysing the data.

Selective reporting (re- Low risk Comments: all measured outcomes were reported.

porting bias)

Other bias Low risk Comments: none obvious.

A - Wittorf 2010

Methods Allocation: randomised.

Blinding: single-blind.

Location: inpatients and outpatients departments of psychiatry and psychotherapy of the Universities
of Tuebingen, Frankfurt, Duesseldorf, Bonn, Cologne, and Essen, Germany.

Length of follow-up: session-3, 6,9 and 12. (p.479).

Participants Diagnosis: schizophrenia (DSM-1V), schizophreniform disorder (DSM-IV, 295.4), schizoaffective disor-
der (DSM-1V 295.7), or delusional disorder (DSM-IV 297.1), confirmed by a structured clinical interview

(SCID-1).

N =100*
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Sex:35M, 32 F.
Age: 18 -59 years; mean 37.78 years, SD 8.44 years.

History: presence of delusions or hallucinations of at least moderate intensity according to the PANSS
items (P1 or P3 2:4); persistence of positive symptoms for at least 3 months with or without compliance
regarding antipsychotic medication; no diagnosis of substance abuse or substance dependence ac-
cording to DSM-IV/ SCID-I as primary clinical problem implying the intention of the institution respon-
sible for treatment to initiate a specialised treatment of substance abuse/dependence; 1Q > 80 accord-
ing to the Mehrfachwahl-Wortschatztest (MWT-B; Lehrl, 1992), a German multiple-choice vocabulary
test measuring the premorbid intellectual level; no organic brain disease (other than schizophrenia)
according to standard patient examination procedures; fluency regarding the German language; and
travel time to the study centre of less than 1 hour.

Excluded: not reported.

Interventions

1. CBT group: N = 34.

Content: in collaboration with the patient an individual treatment plan including behaviour analyses is
established and treatment goals are retrieved. This process of a ease formulation should be completed
until session 9. Afterward, specific cognitive disputing strategies such as work on delusions (e.g. debat-
ing persecutory delusions; testing beliefs), hallucinations (e.g. use of a voice diary; work on reattribu-
tion with the patient's explanation of voice hearing, and test it out), and cognitive schemata (e.g. link-
ing defectiveness schema to the content of the voices; confronting the patient with evidence that dis-
credits the schema) are the central part of the CBT.

Delivered by: conducted by 7 specifically trained female clinical psychologists. A mixture of trainees
and experienced therapists.

Frequency: 7 weekly session followed by 13 biweekly sessions. 50 minutes for individual sessions.
Treatment duration (weeks): 12 session**.
2. Support therapy group: N = 33.

Content: implicit problem-solving, activation of external resources (social network), Stering of self-con-
fidence, and advice and instruction by the therapist to enhance a functional social behaviour.

Delivered by: conducted by 7 specifically trained female clinical psychologists. A mixture of trainees
and experienced therapists.

Frequency: 7 weekly session followed by 13 biweekly sessions. 50 minutes for individual sessions.

Treatment duration (weeks): 12 session.

Outcomes Outcomes
Satisfaction with treatment: leave the study early.
Unable to use -
Therapeutic alliance: Patient Session Questionnaire (PSQ) , Therapist Session Questionnaire (TSQ) - not
predefined in our protocol.
Notes Funding sources: the study was funded by the German Federal Ministry of Education and Research,
project number 01GV0618.
* only data from 67 completers were reported.
* *The author of this review decided not to include therapy sessions beyond session 12 to our analyses
as the treatment manuals do not bring new treatment interventions or techniques into focus in these
later phases of treatment. Further, patient attrition was another reason to discontinue data analyses
after the 12th session (p.479).
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Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-  Unclear risk Quote "randomly assigned" (p.479).

tion (selection bias)
Comments: insufficient information about the sequence generation process to
permit judgement of 'Low risk' or 'High risk'".

Allocation concealment Unclear risk Comments: the author did not report the method. Insufficient information

(selection bias) about the sequence generation process to permit judgement of 'Low risk' or
'High risk’.

Blinding of participants Unclear risk Comments: the author did not report the method. Insufficient information

and personnel (perfor- about the sequence generation process to permit judgement of 'Low risk' or

mance bias) 'High risk".

All outcomes

Blinding of outcome as- Low risk Quote "Eight clinical psychologists who had been trained to sufficient reliabili-

sessment (detection bias) ty and were blind to treatment condition administered the PANSS" (p.480).

All outcomes
Comments: the outcome assessor was blinded.

Incomplete outcome data  High risk Comments: 16 participants in CBT group and 17 participants in the ST group

(attrition bias) dropped out from the study.

All outcomes

Selective reporting (re- Low risk Comments: all measured outcomes were reported.

porting bias)

Other bias Low risk Comments: none obvious.

NA - Davis 2008

Methods

Allocation: randomised.
Blinding: not reported.

Location: outpatient psychiatry service, India.

Length of follow-up: 12 months.

Participants

Diagnosis: Schizophrenia or schizoaffective disorder.

Total: N=45.

Sex: Not reported.

Age: Mean 47 years, SD 6.15 years.

Length of illness: not reported.
Inclusion criteria: not reported.

Exclusion criteria: not reported.

Interventions

1. Group and individual CBT group: (N = 25).

Content: the weekly 1-hour CBT group therapy intervention includes presentation of didactic material,
exercises designed to apply didactic material to participants' experiences at work and work feedback.
The weekly 30- to 45-minute individual CBT sessions offer personalised application of group material.
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Delivered by: not reported.
Frequency (times): once peer week.
2. Support group: (N =19).

Content: weekly support group that lasts up to an hour and offers support and discussion of work-relat-
ed issues brought up by participants.

Delivered by: not reported.
Frequency (times): once peer week.

Treatment duration: 6 months.

Outcomes Unable to use -
Satisfaction with treatment: recipient of care average satisfaction score-Client satisfaction Question-
aire-8 (CSQ-8). The author did not report the number of participants contributed data for this assess-
ment.
the Program Satisfaction Interview (PSI). we will use peer-reviewed scale only. The PSlis an interview
developed by the study authors using evaluation questionnaires as a model.
Notes
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Unclear risk Quote: "arandomised controlled feasibility study."(p.55).
tion (selection bias)
Comments: the author did not describe the method of randomisation.
Allocation concealment Unclear risk Comments: insufficient information about the sequence generation process to
(selection bias) permit judgement of 'Low risk' or 'High risk'".
Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)
All outcomes
Blinding of outcome as- Unclear risk Comments: the author did not describe the blinding of outcome assessor. In-
sessment (detection bias) sufficient information to permit judgement of 'Low risk' or 'High risk'.
All outcomes
Incomplete outcome data  Unclear risk Comments: the author did not report number of participants leaving the study
(attrition bias) early.
All outcomes
Selective reporting (re- Low risk Comments: the author reported all measured outcomes.
porting bias)
Other bias Low risk Comments: none obvious.

NA - Drury 2000

Methods Allocation: randomised.
Blinding: double-blind.
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NA - Drury 2000 (Continued)

Location: inpatients, All Saint Hospital in Biringham.

Length of follow-up: 4 years.

Participants

Diagnosis: schizophrenia, schizoaffective, or delusional disorder (DSM-IV).
N=62.

Sex: 25 M, 15 F, 22 unknown.

Age: mean "~ 30 years, SD 7 9, range 20-55.

History: length of illness ™ 6.1 years, SD ™ 8.3 years.

Excluded: medication non compliance, first episode, not reporting psychotic symptoms .

Interventions

1. CBT group: N = 30.

Content: individual, challenging and testing key beliefs, group cognitive therapy, family engagement
and coping strategy enhancement + standard care.

Delivered by: not reported.

Frequency: individual cognitive therapy and group cognitive therapy were administered for an average
of 3 hours per week with daily input; family engagement and a structured activity programme required
an average 5 hours per week.

2. Recreation and support group: N=32. *

Content: leisure and social activities away from ward + standard care.
Delivered by: not reported.

Frequency: not reported.

Treatment Duration: 18 months.

Outcomes General state: relapse, rehospitalisation
Mental state: no clinically important change ( personal recovery from positive symptoms (using defi-
nition 2 above), recovery of insight (score >9 on the Insight Scale and a score of <30 on the Early Signs
Scale- a validated scale of non-specific prepsychotic symptoms).
Satisfaction with treatment: leaving the study early.
Unable to use -
Mental state: specific symptoms-PAS (data reported were derived from ANOVAs analysis with baseline
variable as covariate, no extractable data)
Average use of antipsychotic medication (data skewed).

Notes * Review authors consider recreation and support to be a non active therapy. Authors contacted for fur-
ther data.

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-  Low risk Comments: random allocation, using stratified sampling technique.

tion (selection bias)

Allocation concealment Low risk Quote: "Randomisation was conducted by an independent member of the re-

(selection bias)

search team." (p.8).

Comments: participants and investigators enrolling participants could not
foresee assignment.
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NA - Drury 2000 (Continued)

Blinding of participants Unclear risk Quote: "Neither patients nor consultants were aware of group allocation other
and personnel (perfor- than that they would be receiving a supportive recovery programme." (p.595)
mance bias)
All outcomes Comments: participants and therapists did not know the group assignment.
Blinding of outcome as- Low risk Quote: "Measures were administered either by an assistant psychologist who
sessment (detection bias) was not involved in the original trail, or by the first author. Neither patients nor
All outcomes consultants were aware of treatment group, but both were blind to relapse
and rehospitalization." (p.9).
Comments: the outcome assessor was blinded.
Incomplete outcome data  Low risk Comments: completer analysis of outcomes. No intention to treat analysis of
(attrition bias) people who left early.
All outcomes
Selective reporting (re- High risk Comments: the data were only reported in graphical form.
porting bias)
Other bias Low risk Comments: no clear indication of other bias.

NA - Haddock 2009

Methods

Allocation: randomised.
Blinding: single-blind.

Location: 19 outpatients, 58 inpatients, five National Health Service trusts in the North West of England.

Length of follow-up: 6 weeks, and 12-months.

Participants

Diagnosis: schizophrenia or schizoaffective disorder (DSM-1V).
N=77.

Sex: 66 M,11F.
Age: mean” 35.7 years, SD "12.5 years.

Histroy: history of violent behaviour defined as follows: either (i) at least two recorded incidents of vi-
olence to property or others in 12 months prior to trial entry, or (ii) at least three recorded incidents of
verbal aggression threatening violence to property or others in 12 months prior to trial entry, or (iii) for
participants in secure care, one recorded violent index offence plus an indication that the individual
was at risk of further violence without the protective effect of the treatment setting . This was rated by
the responsible medical officer or care co-ordinator using the Security, Dependency, Treatment and
Political Needs Assessment Scale; experiencing persistent hallucinations and/or delusions scoring four
or more on the relevant PANSS sub-scales (P1 and P3); receiving antipsychotic medication (dose be-
tween 400 mg and 1000 mg chlorpromazine or equivalent) ascertained from detailed case-note review.

Excluded: not reported.

Interventions

1. CBT group: N = 38.

Content: motivational strategies to aid engagement, to reduce severity and distress of psychotic symp-
toms and severity of anger linked to aggression and violence.

Delivered by: therapists who carried out the CBT programme met the British Association of Behavioural
and Cognitive Psychotherapies' Minimum Training Standards for the practice of CBT and had prior ex-
perience of applying CBT for people with psychosis.

Frequency: 25 sessions.
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2. Social activities therapy group: N = 39.

Content: helping identify and carry out enjoyable activities.
Delivered by: trained therapists.

Frequency: 25 sessions.

Treatment duration: 6 months.

Outcomes Global state: GAF scores.
Mental state: PANSS, PSYRATS, NAS, PI, WARS, HCR-20.
Notes Therapy manual developed for each treatment.
Audio tapes of sessions assessed by supervisors using the Cognitive Therapy Scale for Psychosis, SAT
tapes also rated to ensure no CBT used by presence of non-specific therapeutic quality standards.
Risk of bias
Bias Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: " Randomised with computer-generated sequences." (p.153).

Comments: the investigators describe a random component in the sequence
generation process.

Allocation concealment
(selection bias)

Low risk Quote: "Independent allocation". (p.153).

Comments: participants and investigators enrolling participants could not
foresee assignment.

Blinding of participants
and personnel (perfor-
mance bias)
All outcomes

Unclear risk Quote: "Masking maintained by ensuring therapists and assessors were
housed in separate accommodation, therapy files were kept separately from
data and clinical staff was repeatedly instructed not to disclose any knowledge
of therapy group to assessors.". (p.153).

Comments: participants and personnel were blinded.

Blinding of outcome as-
sessment (detection bias)
All outcomes

Low risk Quote: "Masking maintained by ensuring therapists and assessors were
housed in separate accommodation, therapy files were kept separately from
data and clinical staff was repeatedly instructed not to disclose any knowledge
of therapy group to assessors.". (p.153).

Comments: the outcome assessor was blinded.

Incomplete outcome data  Low risk Comments: intention-to-treat analysis undertaken.

(attrition bias)

All outcomes

Selective reporting (re- Low risk Comments: We did not have the study protocol but see no indication of selec-

porting bias)

tive reporting.

Other bias High risk Comments: different samples (i.e. inpatient and outpatient) and therefore op-
portunities to observe base rates of violent behaviour will vary as a function of
sample.
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NA - Jackson 2008

Methods

Allocation: randomised.
Blinding: single-blind.

Location: Early Psychosis Prevention and Intervention Centre, Melbourne, Australia.

Length of follow-up: 14 weeks, 1 year.

Participants

Diagnosis: people experiencing a first episode of psychosis.
N=62.

Sex:45M, 17F.
Age: mean "~ 22 years, SD ~ 3-4 years.
History: length of illness: CBT = 83 (untreated) days, befriending = median 107 (untreated) days.

Excluded: unable to speak English, 1Q < 70, psychosis due to medical condition, change to non-psychot-
ic diagnosis, treatment from private psychiatrist/psychologist, participating in first-episode mania trial,
exhibiting violent behaviour, or being incarcerated.

Interventions

1. CBT group: N=31.

Content: manualised - assessment and formulation of relationship between psychotic and non-psy-
chotic complaints and participants' life history, treatment prioritised in order of the following; risk, dis-
tressing positive symptoms, comorbidity, negative symptoms, issues of identity and relapse preven-
tion.

Delievered by: the therapists received 3 months of training in the treatments and were supervised
throughout the trial.

Frequency: a maximum of 20 X 45-minute sessions over 14 weeks.
2. Befriending group: N = 31.

Content: based on NA - Sensky 2000 - a non active therapist contact control, "befriending aims to con-
trol for time in therapy, participant expectations and positive experiences of therapy".

Delievered by: the therapists received 3 months of training in the treatments and were supervised
throughout the trial.

Frequency: not reported.

Treatment duration: 14 weeks.

Outcomes Gobal state: rehospitalisation.
Mental state: Psychotic sub-scale of SANS (skewed data), positive symptoms - BPRS (skewed data).
Social functioning: SOFAS.
Adverse effect/event: death.
Satisfaction with treatment: leaving the study early.
Notes
Risk of bias
Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "Randomization was stratified according to affective and non-affective
psychotic diagnosis to ensure equal distribution across therapists and treat-
ment conditions." (p.727).
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Comments: the investigators describe a random component in the sequence
generation process.

Allocation concealment Low risk Quote: "Allocation was conducted by independent statistician."(p.727).
(selection bias)
Comments: participants and investigators enrolling participants could not
foresee assignment.
Blinding of participants High risk Quote: "participants who were aware of the therapy condition to which they
and personnel (perfor- had been allocated." (p.282).
mance bias) Comments: participants knew the group assignment.
All outcomes
Blinding of outcome as- Low risk Comments: single - raters blind to allocated treatment.
sessment (detection bias)
All outcomes
Incomplete outcome data  Low risk Quote: "Missing values in each of the outcome measures for any individual at
(attrition bias) time points subsequent to baseline were assumed to have occurred at ran-
All outcomes dom, given observed pretreatment scores. Multiple Imputation was used to
compensate for missing data." (p.729).
Comments: measures were taken to deal with the missing data.
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias High risk Imbalanced baseline: the participant group contained fewer patients with

schizophreniform disorder (40.3%) than expected by chance (refusers =
62.7%). There were also significantly more patients with schizoaffective disor-
der in the participant group (11.3%) than in the refuser group (1.6%).

NA - Kemp 1998

Methods

Allocation: randomised.
Blinding: single-blind.

Location: a ward of the Maudsdey Hospital, London.

Length of follow-up: post intervention, three and 18 months after discharge.

Participants

Diagnosis: schizophrenia, schizoaffective, delusional disorder (DSM I1I-R).
N=74.

Sex: 23 M, 24 F, 27 unclear.
Age: 18 - 65 years; mean ~ 35 years, SD ~ 12 years.

History: length of illness: mean “8.4 years, SD "6.4 years (data were based on 47 patients). acute psy-
chosis over eight months, admitted to a ward of the Maudsley Hospital.

Excluded: non-English speakers, learning disability, deaf, organic brain disease.

Interventions

1. CBT group: N =39.

Content: psychoeducation + compliance therapy + standard care. Compliance therapy: In the first two
sessions of compliance therapy patients were invited to review their history of illness and conceptu-
alise the problem. In the next two sessions discussion became more specific, focusing on symptoms
and the side effects of treatment. In the last two sessions, the stigma of drug treatment was tackled by
considering that drugs are a freely chosen strategy to enhance the quality of life.
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NA - Kemp 1998 (Continued)

Delivered by: a research psychiatrist with additional help from a clinical psychologist.

Frequency: 4-6 sessions (mean 5.1) of compliance therapy, lasting 20-60 minutes roughly twice a week.
2. Control group: N = 35.

Content: non-specific counselling + standard care.

Delivered by: a research psychiatrist with additional help from a clinical psychologist.

Frequency: 4-6 sessions.

Treatment duration: 2-3 weeks intervention plus boosters till 12 months.

Outcomes Global state: GAF score.
Mental state: BPRS score.
Satisfaction with treatment: Drug Attitude Inventory (DAI), Attitudes to Medication Questionnaire
(AMQ), leaving the study early.
Unable to use -
Insight: Shedule for Assessment of Insight (SAI) (skewed data).
Compliance measure (scale not peer-reviewed).
Notes The main focus of the intervention was on medication compliance.
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "Patients were randomly assigned by means of a table of random num-
tion (selection bias) bers to compliance therapy or control treatment." (p.3).
Comments: the investigators describe a random component in the sequence
generation process.
Allocation concealment Unclear risk Comments: no information reported.
(selection bias)
Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)
All outcomes
Blinding of outcome as- Low risk Quote: "The evaluations at six months were carried out by an independent as-
sessment (detection bias) sessor blinded to the intervention." (p.5).
All outcomes
Comments: the outcome assessor was blinded.
Incomplete outcome data  High risk Comments: overall, 35% were lost during the follow-up period (28%) from the
(attrition bias) compliance therapy group and 15 from the control group (43%).
All outcomes
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comments: no clear indication of other bias.
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NA - Lewis 2002

Methods

Allocation: randomised.
Blinding: single-blind.

Location: Manchester/Salford, Liverpool and north Nottinghamshire, in England.

Length of follow-up: at 70 days, and 18-months.

Participants

Diagnosis: schizophrenia, schizophreniform disorder, schizoaffective disorder or delusional disorder
(DSM IV).
N =309"

Sex:216 M, 93 F.

Age: mean ~ 27.4 years.

History: in acute phase, first or second acute admission; positive psychotic symptoms for 4 weeks or
more; score of 4 or more (moderate or severe) on the PANSS target item either (P1) or hallucinations
(P3); neither substance misuse nor organic disorder judged to be the major cause of psychotic symp-
toms.

Excluded: not reported.

Interventions

1. CBT group: N =101.
Content: CBT + routine care.
Delivered by: five therapists trained in CBT in psychosis.

Frequency: the delivery was to aim for 15-20 hours within a 5-week treatment envelope, plus 'booster’
sessions at a further 2 weeks and 1, 2 and 3 months.

2. Supportive counselling group: N = 106.

Content: supportive counselling + routine care.

Delivered by: not reported.

Frequency: it was delivered in the same 5-week format with three boosters.
3. Routine care group: N = 102.

Content: routine care.

Treatment duration: 5 weeks plus further 3-month booster.

Outcomes Global state: relapse, rehospitalisation.
Mental state: PANSS, hallucination - PSYRATS, delusional - PSYRATS (skewed data).
Adverse effect/event: death.
Satisfaction with treatment: leaving the study early.
Notes * 315 participants were randomised, however, six people were excluded after randomisation.
Risk of bias
Bias Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "Independent, concealed randomisation ofindependent, concealed
randomisation of individuals with minimisation was then individuals with min-
imisation was then performed by a trial administrator at each performed by a
trial administrator at each centre. " (p. s92).
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NA - Lewis 2002 (Continued)

Comments: the investigators describe a random component in the sequence

generation process.

Allocation concealment Low risk Comments: described as "concealed".

(selection bias)

Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)

All outcomes

Blinding of outcome as- Low risk Comments: raters blind to treatment allocation.

sessment (detection bias)

All outcomes

Incomplete outcome data  Low risk Comments: intention-to-treat regressional analysis.

(attrition bias)

All outcomes

Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.

Other bias Low risk Comments: no clear indication of other bias.

NA - Lewis 2002 (L)

Methods

see NA - Lewis 2002.

Participants

Diagnosis: schizophrenia (DSM IV).

N=114.

Interventions

see NA - Lewis 2002.

Outcomes Global state: hospital admission*

Mental state: PANSS,

delusional sub scale - PSYRATS*

Adverse effect/event: death.

Satisfaction with treatment: leaving the study early.
Notes This is one centre in the NA - Lewis 2002 study.
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk see NA - Lewis 2002.
tion (selection bias)
Allocation concealment Low risk see NA - Lewis 2002.
(selection bias)
Blinding of participants Unclear risk see NA - Lewis 2002.

and personnel (perfor-
mance bias)
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NA - Lewis 2002 (L) (continued)
All outcomes

Blinding of outcome as- Low risk see NA - Lewis 2002.
sessment (detection bias)
All outcomes

Incomplete outcome data  Low risk see NA - Lewis 2002.
(attrition bias)

All outcomes

Selective reporting (re- Low risk see NA - Lewis 2002.

porting bias)

Other bias Low risk see NA - Lewis 2002.

NA - Lewis 2002 (M)

Methods see NA - Lewis 2002.

Participants Diagnosis: schizophrenia (DSM V).
N=112.

Interventions see NA - Lewis 2002.

Outcomes Global state: hospital admission™.

Adverse effect/event:dDeath*.
Mental state: PANSS.
Satisfaction with treatment: leaving the study early*.

Notes * This is one centre in the NA - Lewis 2002a study.
Risk of bias

Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk see NA - Lewis 2002.

tion (selection bias)

Allocation concealment Low risk see NA - Lewis 2002.
(selection bias)

Blinding of participants Unclear risk see NA - Lewis 2002.
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- Low risk see NA - Lewis 2002.

sessment (detection bias)
All outcomes

Incomplete outcome data  Low risk see NA - Lewis 2002.
(attrition bias)
All outcomes

Selective reporting (re- Low risk see NA - Lewis 2002.
porting bias)
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Low risk see NA - Lewis 2002.

NA - Lewis 2002 (N)

Methods

see NA - Lewis 2002.

Participants

Diagnosis: schizophrenia (DSM IV).
N =83.

Interventions

see NA - Lewis 2002.

Outcomes Global state: hospital admission*
Mental state: PANSS, PSYRATS (delusional scale)*.
Adverse effect/event: death*.
Satisfaction with treatment: leaving the study early.*
Notes This is one centre in the NA - Lewis 2002a study.
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk see NA - Lewis 2002.
tion (selection bias)
Allocation concealment Low risk see NA - Lewis 2002.
(selection bias)
Blinding of participants Unclear risk see NA - Lewis 2002.
and personnel (perfor-
mance bias)
All outcomes
Blinding of outcome as- Low risk see NA - Lewis 2002.
sessment (detection bias)
All outcomes
Incomplete outcome data  Low risk see NA - Lewis 2002.
(attrition bias)
All outcomes
Selective reporting (re- Low risk see NA - Lewis 2002.
porting bias)
Other bias Low risk see NA - Lewis 2002.
NA - Li 2015
Methods Allocation: randomised with random number table.

Blinding: unclear.

Location: China.
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NA - Li 2015 (Continued)

Length of follow-up: 8 weeks.

Participants Diagnosis: schizophrenia, diagnosed with ICD-10.
N =100.

Sex: male and female (numbers not reported).
Age: 18 - 60 years.

History: length of illness 3 month to 10 years, average around 5 years; illness condition and drug dosage
relatively stable for at least two weeks; educated to middle-school level or above; able to give informed
consent.

Interventions 1. CBT group: N =50.

Content: patients information and baseline condition was comprehensively collected and evaluated
to pave the way for establishment of treatment plan. Towards hallucination, reasonable explanation
was developed with patients to ease their anxiety; diary was kept for voices they heard; individual cop-
ing strategy was established. Similar process was followed to deal with delusion. Therapists generally
adopted the process of identifying problem, establish a rational explanation, reinforce correct percep-
tion.

Delivered by: not stated.

Frequency: 30 to 40 minutes each session, 12 sessions in total. Twice/week for the first 4 weeks and
once/week for the last 4 weeks.

Treatment duration: 8 weeks.
2. Standard psychological support: N = 50.

Content: patients' general information was obtained and changes in condition was monitored. They
were allowed to communicate with nursing and clinical staff for 30 to 40 minutes each day. General
psychoeducation was given.

Delivered by: not clearly stated, but seems to be by nursing and ward clinicians.

Frequency: 30 to 40 minutes each session, 12 sessions in total. Twice/week for the first 4 weeks and
once/week for the last 4 weeks.

Treatment duration: 8 weeks.

Outcomes Mental state: PANSS positive, negative, general pathology and total scale score.

Engagement with services: medication compliance.

Notes

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-  Low risk Comment: random number table was used.

tion (selection bias)

Allocation concealment Unclear risk Comment: not stated.
(selection bias)

Blinding of participants Unclear risk Comment: Not reported.
and personnel (perfor-

mance bias)

All outcomes
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NA - Li 2015 (Continued)

Blinding of outcome as-
sessment (detection bias)

Unclear risk Comment: not reported.

All outcomes

Incomplete outcome data  Low risk Comment: no dropout.

(attrition bias)

All outcomes

Selective reporting (re- Low risk Comment: we did not have original study protocol, but there was no obvious
porting bias) selective reporting.

Other bias Low risk Comment: none obvious.

NA - 0'Donnell 2003

Methods

Allocation: randomised.
Blinding: single-blind.

Location: St John of God Hospital, Dublin.

Length of follow-up: 12 months.

Participants

Diagnosis: schizophrenia (DSM III R).
N =56.

Sex: not reported
Age: 18 - 65 years; mean 32 years, SD 9 years.

History: 1Q greater than 80; fluent English speakers, no evidence of organic disturbance.

Excluded: not reported.

Interventions

1. CBT group: N =28.

Content: compliance therapy - techniques adapted from motivational interviewing and other cognitive
therapies as well as psychoeducation (based on manual from NA - Kemp 1998a);

Delivered by: unclear.
Frequency: comprised five 30 to 60 minute sessions.
2. Non-specific counselling group: N = 28.

Content: if patients raised matters relating to medication, they were asked to discuss them with their
treating teams.

Fregency: five 30 to 60 minute sessions.

Treatment duration: 5 sessions.

Outcomes Global state: GAF score.
Mental state: PANSS score.
Adverse effect/event: death.
Cogpnitive functioning: schedule for assessment of insight (SAl).
Quality of life: the quality of life scale (Heinrichs 1984).
Satisfaction: leaving the study early, satisfaction with treatment: attitude to medication.
Cognitive behavioural therapy plus standard care versus standard care plus other psychosocial treatments for people with schizophrenia 100
(Review)

Copyright © 2019 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health.

Cochrane Database of Systematic Reviews

NA - 0'Donnell 2003 (continued)

Engagement with service: compliance with medication™.

Notes * Compliance with medication was assessed based on a four-point-scale: 1 (0% to 24% compliance =
non- compliant or consistently irregular), 2 (25% to 49% compliance - frequently irregular), 3 (50% to
74% compliance - irregular), and 4 (75% to 100% compliance - regular). The author of trial defined an
optimal compliance as any participant who scored > 3.
Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Low risk Quote: "...randomly allocated consenting patients to compliance therapy or
tion (selection bias) control groups using odd and even digits from a standard table of random
numbers..." (p.2).
Comments: the investigators describe a random component in the sequence
generation process.
Allocation concealment Unclear risk Comments: insufficient details provided.
(selection bias)
Blinding of participants Unclear risk Comments: the author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)
All outcomes
Blinding of outcome as- Low risk Quote: "Aresearcher who was blind to the type of intervention delivered re-
sessment (detection bias) peated the assessments." (p.2).
All outcomes
Comments: the outcome assessor was blinded.
Incomplete outcome data  Low risk Comments: completer data reported.
(attrition bias)
All outcomes
Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comments: no clear indication of other bias.

NA - Sensky 2000

Methods

Allocation: randomised.
Blinding: single-blind.

Location: five clinical services, 2 in West London and 3 in the north of England

Length of follow-up: 9 months, 5 years.

Participants

Diagnosis: schizophrenia (ICD-10 & DSM V).
N =90.

Sex: 53 M, 37F.
Age: 16 - 60 years.

History: symptom(s) causing distress and/or dysfunction that had persisted for at least 6 months de-
spite adequate trials of antipsychotic medication.
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NA - Sensky 2000 (Continued)

Excluded: primary diagnosis of alcohol or drug abuse; current abuse of drugs or alcohol warranting
specific clinical intervention, such as attendance at a specialist substance misuse clinic; exclusively
negative symptoms; or not complaining of any positive symptoms or of depression.

Interventions

1. CBT group: N=46.

Content: CBT + standard care.

Delivered by: two experienced nurses who received regular supervision.

Frequency: 20 sessions during 9 months period with 45 minutes per session .

2. Befriending group: N = 44.

Content: non active therapist contact, focus is upon leisure activity + standard care.
Delivered by: two experienced nurses who received regular supervision.
Frequency: 20 sessions during 9-month period with 45 minutes per session .

Treatment duration: 9 months.

Outcomes Global state: rehospitalisation.
Mental state: clinically important change*, Comprehensive Psychiatric Rating Scale (CPRS), Mont-
gomery-Asburg Depression Rating Scale (MADRS), Scale for the Assessment of Negative Symptoms
(SANS)
Satisfaction with treatment: leaving the study early.
Notes * Defined as the improvement between baseline and follow-up evaluation of less than 50% in CPRS
scores.
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "The randomisation was conducted by members of the research team
tion (selection bias) not involved with either the assessments or the treatments. " (p.166). "Ran-
domisation for Insight trial was conducted from a remote centre by comput-
er generated blocks of six random numbers and was stratified by the cen-
tre." (p.653).
Comments: the investigators describe a random component in the sequence
generation process.
Allocation concealment Low risk Quote: "The results were placed in sealed envelopes and only opened at the
(selection bias) time of the treatment allocation. " (p.653).
Comments: participants and investigators enrolling participants could not
foresee assignment.
Blinding of participants High risk Comments: only raters were blind to treatment condition. Participants and
and personnel (perfor- therapists knew the group assignment.
mance bias)
All outcomes
Blinding of outcome as- Low risk Comments: raters blind to treatment condition.
sessment (detection bias)
All outcomes
Incomplete outcome data  Low risk Comments: intention-to-treat analysis undertaken.

(attrition bias)
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NA - Sensky 2000 (Continued)
All outcomes

Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comments: no clear indication of other bias.

NA - Turkington 2000

Methods

Allocation: randomised.
Blinding: double-blind.

Location: Sheffield Bassetlaw Hospital.

Length of follow-up: 6 months.

Participants

Diagnosis: schizophrenia (ICD-10 & DSM IlI-R).
N=18.

Sex:9M,9F.

Age: 16 - 65 years.

History: length of illness: mean 9.2713 years.

Excluded: not reported.

Interventions

1.CBT group: N=12.

Content: CBT + standard care.

Delivered by: a psychiatrist.

Frequency: sSix sessions for 2 months, each session lasted 20 to 40 minutes.
2. Befriending: N = 6.

Cotent: non-directive discussion around neutral topics + standard care.

Treatment duration: 2 months.

Outcomes Unable to use -
Mental state: MADRS (no SD).
Length of time in hospital (no SD).
Mental state: CPRS (no SD).
Notes
Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Unclear risk Comments: reported random allocation, no detail provided.
tion (selection bias)
Allocation concealment Unclear risk Comments: not reported.

(selection bias)
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NA - Turkington 2000 (Continued)

Blinding of participants Unclear risk Quote: "Patients assessor and clinical team remain blinded to the treatment
and personnel (perfor- allocation. " (p.103).

mance bias)

All outcomes Comments: participants and personnel were blinded.

Blinding of outcome as- Low risk Quote: "Patients assessor and clinical team remain blinded to the treatment
sessment (detection bias) allocation. " (p.103).

All outcomes
Comments: the outcome assessor was blinded.

Incomplete outcome data  Unclear risk Comments: no details provided.

(attrition bias)

All outcomes

Selective reporting (re- High risk Comments: data unable to be used due to failure to report SDs.

porting bias)

Other bias Low risk Comments: no clear indication of other bias.

NA - Valmaggia 2005

Methods Allocation: randomised.
Blinding: single-blind.

Location: various mental health hospitals across the Netherlands and in one in Belgium.

Length of follow-up: Baseline, at 23 weeks, 6 month after intervention.

Participants Diagnosis: schizophrenia (DSM-1V).
N=62.

Sex: 41 M, female21F.

Age: 18 - 70 years.

History: residual delusions or auditory hallucinations experienced for at least 3 months; a stable med-
ication regimen (last medi-cation change more than 6 weeks prior to recruitment).

Excluded: conceptual disorganisation; stereotypic thinking; disorientation, measured by the Positive
and Negative Syndrome Scale (PANSS), item P2 >=4, N7>=3, G10>=2; drug or alcohol addiction as a pri-
mary diagnosis (patients using drugs or alcohol below the level of this criterion were included); mental
retardation (premorbid 1Q<80); organic conditions; cognitive-behavioural therapy given for persistent
psychotic symptoms in the past.

Interventions 1. CBT group: N = 36.

Content: Manualised, therapy begins with engagement phase emphasising collaboration, focuses on
delusional distress; second phase - shared case formulation is identified, specific techniques used for
symptom and distress reduction. With auditory hallucinations aim is to change beliefs about origin,
power and dangerousness of voices. In delusions, focus is on challenging dysfunctional beliefs and
learning to make more balanced conclusions; last phase - treatment focuses on relapse prevention
strategies. *

Delivered by: Experienced psychologists.

Frequency: Sessions 1-12 took place once a week, sessions 13-15 every 2place once a week, sessions
13-15 every 2 weeks and session 16 after 4 weeks.

2. Supportive counselling group: N = 26.

Content: conventional method previously used in other studies (e.g., NA - Lewis 2002a).
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NA - Valmaggia 2005 (Continued)
Treatment duration: 22 weeks.

Outcomes Global state: relapse.
Mental state: PANSS score.

Satisfaction: leaving the study early.

Notes * The therapist shows non-critical acceptance, warmth, genuineness and empathy. Focus of interven-
tion was preferably identified by patient, however if patient experiences difficulties identifying thera-
peutic targets then therapist could ask questions about current living circumstances, illness and cur-
rent problems, daily routine, social contacts, family, and personal history. In addition, intervention of-
fered patients psychoeducation about schizophrenia. The authors state that "To control for non-specif-
ic therapy and therapist effects, cognitive-behavioural therapy was compared with supportive coun-
selling plus psycho-education". Accordingly, this use of supportive counselling was considered as an
non active therapy.

Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Comments: Randomisation was based on drawing lots.

tion (selection bias)

Allocation concealment Low risk Quote: "To ensure the anonymity of participants, each individual was given a
(selection bias) code, and coordinator used form to communicate results of random assign-
ment to local therapist."

Comments: Participants and investigators enrolling participants could not
foresee assignment.

Blinding of participants Unclear risk Comments: The author did not describe the blinding of participants and per-
and personnel (perfor- sonnel. Insufficient information to permit judgement of 'Low risk' or 'High risk'".
mance bias)

All outcomes

Blinding of outcome as- Low risk Comments: Raters blind to allocation.

sessment (detection bias)

All outcomes

Incomplete outcome data  Low risk Comments: Intention-to-treat analysis undertaken.

(attrition bias)
All outcomes

Selective reporting (re- Low risk Comments: We did not have the study protocol but see no indication of selec-
porting bias) tive reporting.
Other bias Low risk Comments: No clear indication of other bias.

NA - Zhang 2015

Methods Allocation: randomised.
Blinding: not report.

Location: China.

Length of follow-up: 24 weeks.
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NA - Zhang 2015 (Continued)

Participants

Diagnosis: schizophrenia, diagnosed with ICD-10.
N =198.

Sex: male and female (numbers not reported).
Age: 18 - 60 years.
History: length of illness > 5 years.

PANSS score > 60 HAMD score >17 <24; ability to give informed consent; educated to middle school lev-
el or above.

Excluded: severe physical impairment; certain PANSS sub scale score is higher than 5; received ECT in
the 30 minutes prior to CBT session.

Interventions

1. CBT group: N =99.

Content: three stages and each with distinctive therapeutic goals. Therapy programme was developed
with clear focus of each stage and homework was allocated. Initially therapeutic relationship was es-
tablished by investigating patients feeling towards illness stigma and their perception of the illness.
During second stage, CBT techniques were employed to correct the misconception and to incept posi-
tive thought model and coping strategy. In final stage, previous learning was reinforced and consolidat-
ed.

Delivered by: trained psychiatrist provided CBT training to therapists in the study ( a total of 140 hours
of systematic training).

Frequency: 46 minutes to 1 hour per session, 15 therapy sessions delivered in 24 weeks. .
Treatment duration: 24 weeks.

2. Supportive therapy: N =99.

Content: not stated

Delivered by: trained psychiatrist provided CBT training to therapists in the study ( a total of 140 hours
of systematic training).

Frequency: 46 minutes to 1 hour per session, 15 therapy sessions delivered in 24 weeks. .

Treatment duration: 24 weeks.

Outcomes Unable to use-
CSQ score was reported, but the scale was not peer-reviewed or validated.
Notes
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Unclear risk Comment: randomised, no further detail.
tion (selection bias)
Allocation concealment Unclear risk Comment: the author did not describe the allocation concealment. Insufficient
(selection bias) information to permit judgement of 'Low risk' or 'High risk'.
Blinding of participants Unclear risk Comment: the author did not describe the blinding of participants and person-
and personnel (perfor- nel. Insufficient information to permit judgement of 'Low risk' or 'High risk".
mance bias)
All outcomes
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NA - Zhang 2015 (Continued)

Blinding of outcome as- Unclear risk Comment: the author did not describe the blinding of outcome assessor. Insuf-
sessment (detection bias) ficient information to permit judgement of 'Low risk' or '"High risk".
All outcomes

Incomplete outcome data  Low risk Comment: 14 patients and 14 patients dropped out of CBT and supportive
(attrition bias) therapy group respectively, but the number who dropped out was balanced
All outcomes and did not affect on the CSQ average score significantly.

Selective reporting (re- Low risk Comments: we did not have the study protocol but see no indication of selec-
porting bias) tive reporting.

Other bias Low risk Comment: none obvious.

BAI: Beck Anxiety Inventory; BDI: Beck Depression Inventory; BPRS: Brief Psychiatric Rating Scale; CBSST: Cognitive Behavioral Social
Skills Training; CBT: Cognitive behavioural therapy; DSM IV: Diagnostic and Statistical Manual, 4th edition; GAF: Global Assessment of
Functioning; GAS: Global Assessment Scale; HAMD: Hamilton Rating Scale for Depression; ICD 10: International Classification of Diseases;
KC: Key-person counselling; MADRS:Montgomery-Asberg Depression Rating Scale; PANSS: Positive and Negative Syndrome Scale; PAS:
Psychiatric Assessment Scale; PMT: Psychoeducational medication training; PSRS: Psychotic Symptom Rating Scale; RSES: Rosenberg Self-
Esteem Scale; SANS: Scale for the Assessment of Negative Symptoms; SD: standard deviation; SE: standard error; SFS: Social Functioning
Scale; SOFAS: Social and occupational functioning; WARS: Ward Anger Rating Scale.

Characteristics of excluded studies [ordered by study ID]

Study Reason for exclusion

Anzai 2002 Allocation: randomised.
Participants: people with schizophrenia.
Intervention: community re-entry model versus conventional occupational rehabilitation pro-
gram, not CBT.

Arlow 1997 Allocation: not randomised, case series.

Bach 2002 Allocation: randomised.
Participants: people with schizophrenia.
Intervention: Acceptance and Commitment Therapy compared with treatment as usual; no other
psychological therapy.

Barrowclough 2001 Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Barrowclough 2006 Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Bechdolf 2005b Allocation: uncontrolled prospective design with pre- and post-treatment measures.

Bellucci 2002 Allocation: randomised.
Participants: people with schizophrenia.
Intervention: computer-assisted cognitive rehabilitation versus a 'wait-list' control group, not CBT.

Bouchaud 1996 Allocation: not randomised trial, review.

Bradshaw 1993 Allocation: randomised.
Participants: people with schizophrenia.
Intervention: Coping-skills training versus problem-solving approach, not CBT.
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Study

Reason for exclusion

Bradshaw 2000

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: Day Treatment Program plus CBT versus Day Treatment Program

The Day Treatment Program incorporated active psychological treatments (e.g., social skills train-
ing, independent living skills groups, goal groups, occupational and recreational therapy, prevo-
cational employment training and medication management). However, these active treatments in
the comparison condition were also mirrored in the CBT condition, such that the study did not pro-
vide a differential test of CBT versus other psychological therapies.

Browning 2013

Study design: patients were sequentially allocated to treatment groups.

Buchanan 1992

Allocation: not randomised, case series.

Castle 2002 Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT versus waiting list controls.
Chadwick 1994 Allocation: not randomised, case series and review.

Claghorn 1974

Allocation: randomised.

Participants: people with schizophrenia.

Interventions: group dynamic therapy + chlorpromazine or thiothixene versus chlorpromazine or
thiothixene - not described as cognitive therapy.

Daniels 1998

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Drake 1993

Allocation: not randomised; review article.
Participants: mixed diagnostic categories.
Intervention: social network treatment versus treatment as usual, not CBT.

Edwards 2003

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT + thioridazine versus clozapine.

England 2007

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Evins 2001 Allocation: randomised.
Participants: People with schizophrenia.
Interventions: CBT + bupropion versus CBT.
Fritze 1988 Allocation: randomised.
Participants: people with schizophrenia.
Interventions: rehabilitation of intellectual disabilities versus standard care, not CBT.
Garety 1994 Allocation: not randomised.
Garety 1998 Allocation: randomised.

Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Gaudiano 2006

Allocation: randomised.
Participants: people with schizophrenia.
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Reason for exclusion

Intervention: Acceptance and Commitment Therapy compared with treatment as usual; no other
psychological therapy.

Granholm 2005

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Grawe 2006

Study design: randomised controlled trial.
Participants: schizophrenia or schizophrenia disorder.

Intervention: integrated treatment involving skill training, CBT and standard treatment versus
standard treatment.

Gumley 2003

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Haldun 2002

Allocation: randomised.

Participants: people with schizophrenia

Intervention: CBT + family therapy + case management + education + medication versus medica-
tion + education.

Hartman 1983

Allocation: not randomised.

Hayward 1995

Allocation: randomised.

Participants: people with schizophrenia.

Intervention: medication self-management using motivational interviewing versus standard care.
Not CBT.

Hayward 2009

Allocation: randomised.
Participants: people with schizophrenia.

Intervention: Alliance Enhancement Therapy (AET) + psychoeducation + clozapine versus psychoe-
ducation + clozapine.

Herz 2000

Allocation: randomised
Participants: outpatients with schizophrenia

Intervention: Program for Relapse Prevention (PRP) is more effective than treatment as usual
(TAU). Not CBT.

Hodel 1994

Allocation: not randomised.

Hogarty 1991

Allocation: not randomised.

Hogarty 1997

Allocation: randomised.
Participants: persons with schizophrenia.
Intervention: personal T

therapy, not CBT.

Hogarty 2004

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: cognitive remediation for cognitive (intellectual) deficits, not CBT.

Jackson 1998

Allocation: not randomised.
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Reason for exclusion

Jackson 2001

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: cognitive therapy versus treatment as usual.

Kemp 1996b

Allocation: not randomised, case series.

Kingdon 1991

Allocation: not randomised, case series.

Kuipers 1996

Allocation: not randomised, review.

Kuipers 2004

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Kukla 2014

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT versus a control condition on work performance.

Outcomes: no usable data.

Lecompte 1996

Allocation: randomised.

Participants: people with schizophrenia.

Intervention: medication compliance versus unstructured conversations.
Outcomes: no usable data.

Lysaker 2009

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

MacPherson 1996

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: education programme based on bibliotherapy versus standard care, not CBT.

May 1984

Allocation: not randomised trial, review.

McGorry 2002

Allocation: randomised.

Participants: people at risk of developing schizophrenia.

Intervention: needs-based intervention with no antipsychotic versus specific intervention of CBT +
risperidone, not CBT alone.

Morrison 2002

Allocation: randomised.
Participants: people at incipient risk of psychosis, not schizophrenia

O'Connor 2007

Allocation: randomised.
Participants: people with delusional disorder.

Olbrich 1990 Allocation: randomised.

Participants: people with schizophrenia.

Intervention: skills training aimed at cognitive deficits versus standard care, not CBT.
Perris 1992 Allocation: not randomised, case series.
Rector 2003 Allocation: randomised.

Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.
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Reason for exclusion

Roder 2002

Allocation: not randomised.

Participants: mixed diagnoses of schizophrenia and schizoaffective disorder

Intervention: residential social skills training versus vocational social skills training versus recre-
ational social skills training versus general social skills training, not CBT.

Sellwood 2001

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Shawyer 2012

Allocation: randomised.

Participants: schizophrenia or related condition based on DSM-IV criteria with command hallucina-
tion.

Interventions: CBT + Acceptance and Commitment Therapy + mindfulness exercise versus be-
friending.

Shon 2002

Allocation: not randomised, ABA design.

Spaulding 1992

Allocation: not randomised, case series.

Startup 1998

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Startup 2006 Allocation: randomised.

Participants: people with schizophrenia.

Intervention: CBT compared with treatment as usual; no other psychological therapy.
Tarrier 1993 Allocation: randomised.

Participants: people with schizophrenia.

Interventions: problem-solving (CBT focusing on social disability + daily living difficulties) + stan-
dard care versus coping strategy enhancement (CBT focusing on positive symptoms) + standard
care; in addition, also allocated within group to waiting list or not. No control arm.

Outcomes: leaving the study early, mental state (BPRS, PAS), self-perception, completer data only -
numbers initially allocated to each group not reported. Authors are being contacted.

Turkington 2002

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Turkington 2006

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy.

Van Der Gaag 2003

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: cognitive remediations program versus participation in a leisure program, not CBT.

Velligan 2002

Allocation: randomised.

Participants: people with schizophrenia.

Intervention: cognitive adaption training versus, patient environmental changes versus treatment
as usual, not CBT.

Wirshing 1992

Allocation: randomised.
Participants: people with schizophrenia.
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Study Reason for exclusion

Interventions: CBT + standard care (cognitive restructuring, behavioural rehearsal/role play, cop-
ing-strategy enhancement, problem-solving) versus group psychotherapy + standard care (insight
oriented psychotherapy group + education re schizophrenia).

Outcomes: leaving the study early, mental state (BPRS, SANS). - data presented for 41 people who
completed 12 months - numbers initially allocated to each group not reported.

Wykes 2002 Allocation: randomised.
Participants:people with schizophrenia.
Intervention: rehabilitation of intellectual disabilities, not CBT.

Wykes 2003 Allocation: randomised.
Participants: people with schizophrenia.
Intervention: group CBT versus standard care, not other psychological therapy.

Xie 2010 Study design: randomised controlled trial.
Participants: schizophrenia.

Intervention: cognitive therapy + antipsychotic versus standard psychological treatment + antipsy-
chotics.

BPRS: Brief Psychiatric Rating Scale; CBT: Cognitive behavioural therapy; DSM IV: Diagnostic and Statistical Manual, 4th edition; PAS:
Premorbid Adjustment Scale; PRP: program for relapse prevention; SANS: Scale for the Assessment of Negative Symptoms; TAU: treatment
as usual.

Characteristics of studies awaiting assessment [ordered by study ID]

Chung 2001
Methods Awaiting for translation (Korean).
Participants Awaiting for translation (Korean).
Interventions Awaiting for translation (Korean).
Outcomes Awaiting for translation (Korean).
Notes Awaiting for translation (Korean).
Clarke 2011
Methods Allocation: Quote "randomly assigned" (p.1)
Blinding:Quote " All patients were rated fortnightly by an independent rater..." (p.1).
Duration: Quote "10 weeks" (p.1).
Location: not reported.
Length of follow-up: not reported..
Participants Diagnosis: schizophrenia with symptoms of depression and hopelessness and who rated spirituali-
ty as important to them.
Total: N=42.
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Clarke 2011 (continued)

Sex: not reported.
Age: not reported.

Length of illness: not reported.
Inclusion criteria: not reported.

Exclusion criteria: not reported.

Interventions

CBT Group: a clinician trained in using Spiritually Augmented Cognitive Behaviour Therapy (SACBT)
Case management Group: a case manager who offered supportive case management.

All patients were prescribed atypical antipsychotic medication. Both groups were seen for 14 ses-
sions over 10 weeks.

Outcomes MADRS instrument.

Quality of Life in Depression instrument.

Treatment attitude, beliefs and adherence were monitored fortnight.
Notes Awaiting for full texts.

D'Souza 2002

Methods

Allocation: randomly assigned.
Blinding: Quote: " All patients were rated fortnightly by an independent rater..." (p.1).
Duration:10 weeks.

Location: not reported.

Length of follow-up: not stated.

Participants

Diagnosis: schizophrenia with symptoms of depression and hopelessness and who rated spirituali-
ty as important to them.

Total: N=42.
Sex: not reported.
Age: not reported.

Length of illness: not reported.
Inclusion criteria: not reported.

Exclusion criteria: not reported.

Interventions

Awaiting for full texts.

Outcomes Awaiting for full texts.
Notes Author's name: R. D' Souza, D. Rich, I. Diamond, K. Godfery
Insititute: Centre for Excellence in Remote and Rural Psychological Medicine.
Address: University of Sydney Broken Hill Base Hospital, Australia
Email: unclear.
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Delahaye 2009
Methods Awaiting for translation.
Participants Awaiting for translation.
Interventions Awaiting for translation.
Outcomes Awaiting for translation.
Notes Awaiting for translation.
ISRCTN60855021 2009
Methods Allocation: Quote:" single centre randomised interventional treatment pilot/feasibility study"(p.1).
Blinding: not reported.
Duration: not reported.
Location: not reported.
Length of follow-up: 6 months.
Participants Diagnosis: psychosis.
Total: N =48.
Sex: not reported.
Age: not reported.
Length of illness: not reported.
Inclusion criteria: 1. Score above 30 on the Social Interaction Anxiety Scale (SIAS); 2. Early Interven-
tion Service user; 3. Aged 14 years and above, either sex
Exclusion criteria: current acute psychotic episode
Interventions Standard therapy group.
Enhanced behavioural therapy group.
Outcomes Social Anxiety Interaction Scale
Paranoia Scale
Brief Core Schema Scale
Notes Awaiting for full text.
Contact author for clarification about patients and interventions.
Author's name: Dr Ruth Turner
Insititute:
Address: Norfolk and Waveney Mental Health NHS Foundation Trust 80 St. Stephens Road. NR1 3RE
Email: ruth.turner@nwmhp.nhs.uk
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Jones 2012

Methods

Allocation: randomised.
Blinding: not reported.
Duration: not reported.

Location: not reported.

Length of follow-up: not reported.

Participants

Diagnosis: schizophrenia.
Total: N =48.

Sex: not reported.

Age: not reported.

Length of illness: not reported.

Inclusion criteria: a diagnosis of schizophrenia as determined with the Structured Clinical Interview
Patient Version (SCID-P16) for Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition
(DSM-1V) which should have been obtained a maximum of 5 years before commencement of the

study.

Exclusion criteria: participants will be excluded from the study if they exhibit current DSM-IV sub-
stance abuse or dependence (other than nicotine) and/or a current or past neurological condition
or disorder including epilepsy or head trauma with loss of consciousness.

Interventions

Awaiting for more information.

Outcomes Social Anxiety Interaction Scale.
Paranoia Scale.
Brief Core Schema Scale.

Notes Contact information

University of Cambridge

Department of Psychiatry

Herchel Smith Buidling for Brain & Mind Sciences,
Forvie Site, Robinson Way

Cambridge

CB20Sz

UNITED KINGDOM

Tel: 01223 336 798

Email: gjs46@medschl.cam.ac.uk

Klingberg 2001

Methods Awaiting for translation (Germany).
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Klingberg 2001 (Continued)

Participants Awaiting for translation (Germany).
Interventions Awaiting for translation (Germany).
Outcomes Awaiting for translation (Germany).
Notes Awaiting for translation (Germany).
Klingberg 2013
Methods Allocation: Quote: " Allocation sequence will be generated by the Institute for Medical Biometry

(IMB) applying a permuted block design with random blocks stratified by study centre and medica-
tion compliance" (p.5).

Blinding: Quote: " The therapist will open the envelope and will find the treatment condition to be
conducted in this patient...The therapist then gives the information about treatment allocation to
the patient.... randomisation will be conducted by CenTrial in order to keep the data management
and the statistician blind against the study condition.... the raters will instruct the patient not to re-
veal their treatment condition and not to talk about details of their treatment.." (p.5).

Duration: 36 weeks.
Location: inpatient and outpatient.

Length of follow-up: 9 months.

Participants Diagnosis: schizophrenia (DSM-IV 295.1, 295.2, 295.3, 295.6, 295.9), schizophreniform disorder (DSM
IV, 295.4), schizoaffective disorder (DSM-IV 295.7), or delusional disorder (DSM IV 297.1).

Total: N =330.
Sex: not reported.
Age: not reported.

Length of illness: not reported.

Inclusion criteria: schizophrenia (DSM-IV 295.1, 295.2, 295.3, 295.6, 295.9), schizophreniform disor-
der (DSM 1V, 295.4), schizoaffective disorder (DSM-IV 295.7), or delusional disorder (DSM IV 297.1),
confirmed by a structured clinical interview (SCID-I). Essential for inclusion is moderate or severe
symptom intensity, i.e., a score of 4 or more, on the PANSS-items “Delusions” (P1) or “Hallucina-
tions” (P3). Furthermore, the presence of positive symptoms for at least three months with or with-
out compliance regarding antipsychotic education is necessary. Other inclusion criteria are fluen-
cy regarding the German language, age between 18 and 59, a verbal IQ > 80 assessed by a multiple
choice vocabulary test, and willingness to give informed consent.

Exclusion criteria: any kind of organic brain diseases (other than schizophrenia) according to stan-
dard patient examination procedures and diagnosis of substance abuse or substance dependence
according to DSM-IV/SCID-I as primary clinical problem.

Interventions 1. CBT Group: (N = 165).

Content: engagement (strategies to foster motivation for treatment participation); Assessment (re-
garding symptoms and social problems); Developing understanding of psychotic symptoms using
a normalising' style of providing information ); Case formulation and treatment planning; Specific
techniques designed to address delusions and hallucinations; Specific techniques designed to ad-
dress dysfunctional beliefs and schemata; Specific techniques designed to improve social function-

ing.

Delivered by: specifically trained psychotherapists on the basis of a treatment manual.
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Klingberg 2013 (Continued)

Frequency (times) : 7 sessions in the first seven weeks, followed by 13 fortnightly sessions.
Treatment duration (weeks): 36 weeks.

Follow-up: 36 weeks.

2. Control group: (N = 165).

Content: engagement; assessment of social problems and interests of the patient; treatment plan-
ning; focus on housing, work, leisure time, hobbies, and events, as adequate;

Delivered by: specifically trained psychotherapists on the basis of a treatment manual.
Frequency (times): not stated.
Treatment duration (weeks): sessions in the first seven weeks, followed by 13 fortnightly sessions.

Follow-up: post treatment, 6 months, 12 months

Outcomes

--Unable to use: The author did not report these outcomes.
PANSS.

Death caused by suicide.

Suicide attempt.

Suicidal crisis.

Calgary Depression Rating Scale.

Clinical Global Impression Scale.

Distress: PSYRATS.

Delusions: AMDP.

Insight: SUMD.

Symptoms Checklist: SCL-90-R.
Self-concept: Frankfurt Self-Concept Scales.

The Brief Core Schema Scales.

Notes

Awaiting for full texts.

Author's name: Stefan Klingberg

Insititute: Department of Psychiatry and Psychotherapy, University of Tuebingen,
Address: Germany

Email: stefan.klingberg@med.uni-tuebingen.de

Lee 1999

Methods

Awaiting translation.

Participants

Awaiting translation.

Interventions

Awaiting translation.
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Lee 1999 (Continued)

Outcomes Awaiting translation.
Notes Awaiting translation.

Lystad 2013
Methods Multi-site study, randomised control trial.
Participants Diagnosis: schizophrenia spectrum disorders
Interventions CBT-related technique group.

Cognitive remediation (CRT ) group.

Outcomes PANSS score.

Notes Awaiting for full text.
Mirabella 2009

Methods Awaiting translation.

Participants Awaiting translation.

Interventions Awaiting translation.

Outcomes Awaiting translation.

Notes Awaiting translation.
NCT00980252 2009

Methods Allocation: randomised.

Blinding: not reported.
Duration: not reported

Participants Diagnosis: clinical diagnosis of schizophreniform disorder, schizophrenia, or schizoaffective disor-
derin last 6 months
N = not reported.

Age: range 16 to 45 years.
Length of illness: not reported.

Interventions 1. CBT: cognitive behavioural therapy + standard care.

2. Psychoeducation + standard care.

Outcomes Acceptance of therapeutic intervention as measured by number of sessions attended. Difference in
adherence behaviour as measured by duration of antipsychotic treatment during follow-up. Differ-
ences in adherence attitudes.
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NCT00980252 2009 (continued)

Notes Awaitting for full text.
NCT01139502 2010
Methods Allocation: Quote: " Randomized" (p.2).

Blinding: Quote: "Open Label" (p.2).
Duration: not reported.

Location: Quote " nine different counties in Norway" (p.1)

Length of follow-up: not reported.

Participants

Diagnosis: schizophrenia spectrum disorders.
Total: N=160

Sex: not reported.

Age: not reported.

Length of illness: not reported.
Inclusion criteria: persons with schizophrenia spectrum disorders

Exclusion criteria: 1Q < 70; neurological disease diagnosis; active suicidal; severe drug abuse.

Interventions

1. CBT Group: (N = 80).

Content: two weekly meetings in which participant and work consultant discuss problems inter-
fering with work and social interaction. Home work related to these problems is assigned between
the meetings.

Delivered by: not reported.

Frequency (times): not reported.
Treatment duration (weeks): not reported.
Follow-up: not reported.

2. Cognitive training Group: (N = 80).

Content: work rehabilitation with the addition of cognitive training Work rehabilitation with the ad-
dition of two hours weekly training of concentration, memory, and executive function.

Delivered by: not reported.
Frequency (times): not reported.
Treatment duration (weeks): not reported.

Follow-up: not reported.

Outcomes Outcomes
Primary Outcome Measures:
The Work Behavior Inventory
The Global Assessment of Function
The Positive and Negative Symptom Scale (PANSS)
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NCT01139502 2010 (Continued)

The Apathy Evaluation Scale

The Alcohol Use Disorder Identification Test

The Drug Use Disorder Identification Test

The Measurement and Treatment Research to Improve Cognitive

Function in Schizophrenia

Notes Awaiting for full text.
Author’s name: Erik Falkum, MD, PhD

Insititute: Department of Research and Development, clinic for Mental Health, Oslo University Hos-
pital, Oslo, Norway

Address: Department of Research and Development, clinic for Mental Health, Oslo University Hos-
pital, Oslo, Norway

Email: erik.falkum@medisin.uio.no
Tel: +47 2292 34 59
Author's name: Torill Ueland, PhD

Insititute: Department of Research and Development, clinic for Mental Health, Oslo University Hos-
pital, Oslo, Norway

Address: Department of Research and Development, clinic for Mental Health, Oslo University Hos-
pital, Oslo, Norway

Email: torill.ueland@medisin.uio.no

Tel: +4791 7253 39

Penades 2006

Methods Allocation: randomised controlled trial.
Blinding: not reported.
Duration:not reported.

Location: not reported.

Length of follow-up:6 months. (p.1)

Participants Diagnosis: DSM-IV schizophrenia disorder, cognitive impairments and prominent negative symp-
toms.

Total: N=40
Sex: not reported.
Age: not reported.

Length of illness: not reported.
Inclusion criteria:not reported.

Exclusion criteria:not reported.

Interventions 1. Standard medication + CBT group.
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Penades 2006 (Continued)

2. Standard medication + CRT group.

Outcomes Outcomes: not reported.

Notes Awaiting for full text.
Author's Name: R. Penade.
Insititute: Hospital Clinic, Barcelona, Spain
Address: VILLARROEL, 170, 08036 BARCELONA, Spain.
Email: rpenades@clinic.ub.es
Tel: +34 2275477.

Fax.: +34 2275477.

Valmaggia 2003

Methods Allocation: randomised controlled trial.
Blinding: blind assessment took place at baseline, after treatment and at 6 months follow-up.
Duration:not reported.

Location: not reported.

Length of follow-up: 6 months.

Participants Diagnosis: refractory schizophrenia.
Sex: not reported.
Age: not reported.

Length of illness: not reported.
Inclusion criteria:not reported.

Exclusion criteria:not reported.

Interventions 1. CBT group: 16 sessions.

2. Supportive therapy plus psychoeducation group: 16 sessions.

Outcomes Outcomes: not reported.

Notes Awaiting for full text.
Author's name: L. R. Valmaggia,
Insititute: ept. of Psychotic Disorders, GGZ-Drenthe, Assen, Netherlands.

Address: None.

Email: None.
Wu 2008
Methods Awaiting translation.
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Wu 2008 (Continued)

Participants Awaiting translation.
Interventions Awaiting translation.
Outcomes Awaiting translation.
Notes Awaiting translation.

CBT: Cognitive behavioural therapy; DSM IV: Diagnostic and Statistical Manual, 4th edition; MADRS:Montgomery-Asberg Depression Rating
Scale; PANSS: Positive and Negative Syndrome Scale; PSYRATS: Psychotic Symptom Rating Scale

Characteristics of ongoing studies [ordered by study ID]

NCT01992913 2014
Trial name or title Integrated cognitive behavior therapy to improve work outcomes in schizophrenia.
Methods Allocation: randomised.
Blindling: single-blind (outcome assessor)
Location: not reported.
Duration: not reported.
Follow-up: not reported.
Participants Diagnosis: schizophrenia.
Inclusion Criteria:
Diagnosis of DSM-IV schizophrenia or schizoaffective disorder (SCID); severe/extreme functional
disability [World Health Organization Disability Assessment Scale (WHODAS) score > 50]; stabilised
in the community (3 months since last hospitalisation); receiving treatment at the Veterans Admin-
istration; minimal engagement in psychiatric rehabilitation services (just psychiatrist and thera-
pist/case management in the last 6 months); eligible for and willing to be enrolled in Supported
Employment program; age 18 to 65; proficient in English
Able to give informed consent.
Exclusion Criteria: neurologic disease or damage that would make the diagnosis of schizophrenia
questionable; Current opioid or stimulant dependence (SCID);
Interventions Group 1: Intergrated CBT with computerised cognitive remediation.
Group 2: Psychoeducation.
Outcomes Primary Outcome Measures:
Work force Participation Measures.
Secondary Outcome Measures: specific Levels of Functioning
Work Behavior Inventory
Starting date Not reported.
Contact information Not reported.
Notes Not reported.
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NCT02170051 2014

Trial name or title

Improving negative symptoms of psychosis In real-world environments

Methods

Allocation:randomised.
Blindling: single-blinded.
Location: Califonia.
Duration: not stated.

Follow-up: not stated.

Participants

Diagnosis: schizophrenia
Inclusion Criteria

. Voluntary informed consent to participate
. Age 1810 65
. DSM-IV diagnosis of schizophrenia or schizoaffective disorder based on MINI/SCID

H W N =

toms (CAINS total score >19)

. Moderate-to-severe negative symptoms on the Clinical Assessment Interview for Negative Symp-

5. =6th gradereadinglevel on the Wide Range Achievement Test-4 Reading subtest (needed for read-

ing treatment manual)
6. Stable on medications; no changes within 3 months prior to enrolment

Exclusion Criteria

1. Prior CBT, SST, or CCT in the past 5 years

»

ciousness > 5)
Severe depression on the Calgary Depression Scale for Schizophrenia (CDSS >8)
Ocular damage/disease/surgery/medications that affect pupil dilation

o Uk W

ness) .

Severe positive symptoms on the PANSS - Delusions, Disorganization, Hallucinations, or Suspi-

DSM-IV alcohol or substance dependence diagnosis in past 6 months based on the MINI or SCID
Level of care required interferes with outpatient therapy (e.g., hospitalised; severe medical ill-

Interventions

Group 1: Cognitive Behavioral Social Skills Training-Compensatory Cognitive Training.

Group 2: goal-focused supportive contact.

Outcomes

Change in Clinical Assessment Interview for Negative Symptoms (CAINS) at 4.5 months.
Change in MATRICS Consensus Cognitive Battery (MCCB) at 4.5 months.

Change in UCSD Performance-based Skills Assessment-Brief at 4.5 months.

Change in Social Skills Performance Assessment at 4.5 months.

Change in Specific Levels of Functioning Scale at 4.5 months.

Change in Independent Living Skills Survey at 4.5 months.

Change in Defeatist Performance Attitudes Scale at 4.5 months.

Starting date

July 2014.

Contact information

Name: Barbara Johnson

Tel: 619-543-6486
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NCT02170051 2014 (Continued)

Email: b4johnson@ucsd.edu <b4johnson@ucsd.edu>

Notes
NCT02349880 2015
Trial name or title A shared decision-making training for inpatients with schizophrenia
Methods Allocation: randomised controlled trial.
Blinding: open-label.
Duration: not reported.
Location: not reported.
Length of follow-up: 12 months. (p.1)
Participants Diagnosis: DSM-IV schizophrenia disorder, Schizo-affective Disorder.
Total: N = 240.
Sex: not reported.
Age: not reported.
Length of illness: not reported.
Inclusion criteria:
1. age 18-65
2. ICD diagnosis F2
3. sufficient German language skills
Exclusion criteria: debility.
Interventions 1. CBT Group
2. Cognitive training Group
Outcomes Outcomes: not reported.
Starting date January 23,2015
Contact information No contact information provided.
Notes None.
Xu 2008
Trial name or title Arandomised controlled trial of cognitive-behavioral therapy for schizophrenia.
Methods Allocation: Quote" Block randomizations"(p.2)

Blinding: Quote" Results assessor: Blind"(p.2)
Duration:Quote"24 weeks"(p.2)

Location: Quote"Beijing, China"(p.2)
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Xu 2008 (Continued)

Length of follow-up: 24 weeks. (p.2)

Participants Diagnosis: Schizophrenia, DSM-IV.
Total: N =200.
Sex: not reported.
Age: not reported.

Length of illness: not reported.

Inclusion criteria: aged between 18 and 60 years; Schizophrenia diagnosis according to DSM-IV cri-
teria; PANSS total score greater than 60; Using stable antipsychotic medication for at least 2 weeks
prior to entering the study; Received only one antipsychotic medication; Patients and one of their
parents signed informed consent; The educational background higher than junior middle school
(including junior middle school) .

Exclusion criteria: Other primary or co-primary psychiatric disorder; In the PANSS sub scale: con-
ceptual disorganiSation = 4,poor rapport = 4,lack of spontaneity and flow of conversation = 5; Un-
dergoing MECT at the latest 1 month; Suffering from serious physical disease.

Interventions 1. CBT + medication group: (N = 100).

Content: From the first to 12th week, 12 sessions of CBT are conducted weekly; 3 sessions are con-
ducted to promote maintenance every 3 week from the 16th to 24th week, and the remaining 60
weeks is follow-up period.

Delivered by: not reported.

Frequency (times): not reported.

Treatment duration (weeks): not reported.

Follow-up: not reported.

2. Supportive psychotherapy+ medication group: (N = 100).

Content: From the first to12th week, 12 sessions of supportive psychotherapy are conducted week-
ly; 3 sessions are conducted to promote maintenance every 3 week from the 16th to 24th week,
and the remaining 60 weeks is follow-up period.

Delivered by: not reported.
Frequency (times): not reported.
Treatment duration (weeks): not reported.

Follow-up: not reported.

Outcomes Outcomes
Coping Questionnaire, The Psychotic Symptom Rating Scales (PSYRATS).
Personal and social performance scale (PSP).
The positive and negative symptoms of schizophrenia Scale (PANSS).
Irrational beliefs Scale (IBS).

Schizophrenic symptoms attribution questionnaire (SAQS), The Clinical Global Impressions (CGl)
scale.

The World Health Organization Quality of Life Questionnaire—Brief Version (WHOQOL-BREF).

Insight questionnaire.
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Starting date April, 2008.

Contact information Author's name: Ziyan Xu
Insititute: Beijing Anding hospital affiliated to capital medical university
Address: NO.5, Ankang hutong, Dewai main street, Xicheng District, Beijing
Email: yzxu22@163.com

Tel: +86 0 13521805471

Notes Funding source: Beijing Municipal Science &Technology Commission.

CBT: Cognitive behavioural therapy; DSM IV: Diagnostic and Statistical Manual, 4th edition; ICD 10 - International Classification of Diseases;
PANSS: Positive and Negative Syndrome Scale

DATA AND ANALYSES

Comparison 1. CBT versus OTHER PSYCHOSOCIAL THERAPIES

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

1 Global state: 1. Relapse 7 Risk Ratio (M-H, Fixed, Subtotals only
95% Cl)

1.1 Short term 1 62 Risk Ratio (M-H, Fixed, 0.72[0.05, 11.02]
95% Cl)

1.2 Medium term 2 150 Risk Ratio (M-H, Fixed, 1.01[0.56, 1.81]
95% Cl)

1.3 Longterm 5 375 Risk Ratio (M-H, Fixed, 1.05[0.85, 1.29]
95% Cl)

2 Global state: 2. Average endpoint total 4 Mean Difference (IV, Fixed,  Subtotals only

score various scales, high = good) 95% Cl)

2.1 GAS - medium term 1 38 Mean Difference (IV, Fixed,  -0.60 [-4.93, 3.73]
95% Cl)

2.2 GAS - long term 1 30 Mean Difference (IV, Fixed,  -0.5[-7.63, 6.63]
95% Cl)

2.3 GAF - short term 2 147 Mean Difference (IV, Fixed,  9.02[4.29, 13.75]
95% Cl)

2.4 GAF- long term 3 175 Mean Difference (IV, Fixed,  5.42[-0.37,11.20]
95% Cl)

3 Global state: 3. Rehospitalisation 8 Risk Ratio (M-H, Fixed, Subtotals only
95% Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

3.1 Short term 1 65 Risk Ratio (M-H, Fixed, 0.44[0.13, 1.56]
95% Cl)

3.2 Medium term 3 344 Risk Ratio (M-H, Fixed, 0.86[0.57, 1.29]
95% Cl)

3.3 Long term 8 943 Risk Ratio (M-H, Fixed, 0.96[0.82, 1.14]
95% Cl)

4 Mental state: 1. General - clinically im- 7 Risk Ratio (M-H, Random, Subtotals only

portant change (no improvement) 95% Cl)

4.1 Short term 2 87 Risk Ratio (M-H, Random, 0.75[0.58, 0.99]
95% Cl)

4.2 Medium term 3 195 Risk Ratio (M-H, Random, 0.84[0.58, 1.23]
95% Cl)

4.3 Long term 4 249 Risk Ratio (M-H, Random, 0.82[0.67, 1.01]
95% Cl)

5 Mental state: 2. General (average end- 17 Mean Difference (IV, Fixed,  Subtotals only

point total score, various scales, high = 95% Cl)

poor)

5.1 BPRS - short term 3 162 Mean Difference (IV, Fixed,  0.23[-2.83,3.29]
95% Cl)

5.2 BPRS - medium term 1 37 Mean Difference (IV, Fixed,  -7.60 [-14.30,
95% Cl) -0.90]

5.3 PANSS - short term 6 568 Mean Difference (IV, Fixed,  -5.38 [-7.31,-3.44]
95% Cl)

5.4 PANSS - medium term 3 270 Mean Difference (IV, Fixed,  -4.90[-7.93,-1.87]
95% Cl)

5.5 PANSS - long term 9 596 Mean Difference (IV, Fixed,  -3.22[-5.42,-1.01]
95% Cl)

5.6 CPRS - medium term 1 90 Mean Difference (IV, Fixed,  -4.30[-9.26, 0.66]
95% Cl)

5.7 CPRS - long term 1 59 Mean Difference (IV, Fixed,  -4.60[-11.22,2.02]
95% Cl)

6 Mental state: 3a. Specific - positive 14 Mean Difference (IV, Fixed,  Subtotals only

symptoms (average endpoint score 95% Cl)

PANSS subscale, high = poor)

6.1 Short term 10 883 Mean Difference (IV, Fixed,  -0.57 [-1.19, 0.05]
95% Cl)

6.2 Medium term 6 497 Mean Difference (IV, Fixed,  -1.20[-2.04, -0.36]
95% Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
6.3 Long term 9 602 Mean Difference (IV, Fixed,  -1.22[-1.96,-0.49]

95% Cl)

7 Mental state: 3b. Specific - positive Other data No numeric data
symptoms (average endpoint score vari-

ous subscales, high = poor) - skewed da-

ta

7.1 PANSS - short term Other data No numeric data
7.2 SAPS - medium term Other data No numeric data
7.3 BPRS - short term Other data No numeric data
7.4 BPRS - long term Other data No numeric data

8 Mental state: 3c. Specific - positive 68 Mean Difference (IV, Fixed,  -0.10 [-0.45, 0.25]

symptoms (average endpoint BPRS sub- 95% Cl)

scale, high = poor) - short term

9 Mental state: 4a. Specific - hallucina- Mean Difference (Fixed, Subtotals only

tions (average endpoint score PSYRATS, 95% Cl)

high = poor)

9.1 Short term Mean Difference (Fixed, -0.90 [-4.36, 2.56]
95% Cl)

9.2 Medium term Mean Difference (Fixed, -0.1[-3.83,3.63]
95% Cl)

9.3 Long term Mean Difference (Fixed, -2.10[-5.53, 1.33]
95% Cl)

10 Mental state: 4b. Specific - hallucina- Other data No numeric data

tions (average endpoint score PSYRATS,

high = poor) - skewed data

10.1 Short term Other data No numeric data

10.2 Medium term Other data No numeric data

10.3 Long term Other data No numeric data

11 Mental state: 5a. Specific - delusions Mean Difference (Fixed, -1.04[-3.27,1.19]

(average endpoint score PSYRATS sub- 95% Cl)

scale, high = poor) - long term

12 Mental state: 5b. Specific - delusions Other data No numeric data

(average endpoint score PSYRATS sub-

scale, high = poor) - skewed data

12.1 Short term Other data No numeric data

12.2 Medium term Other data No numeric data
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

12.3 Long term Other data No numeric data

13 Mental state: 6a. Specific - negative 11 Mean Difference (IV, Fixed,  Subtotals only

symptoms (average endpoint score 95% Cl)

PANSS subscale, high = poor)

13.1 Short term 7 581 Mean Difference (IV, Fixed,  -0.07 [-0.76, 0.61]
95% Cl)

13.2 Medium term 4 359 Mean Difference (IV, Fixed,  -0.52[-1.42,0.39]
95% Cl)

13.3 Long term 8 548 Mean Difference (IV, Fixed,  -0.84 [-1.67, 0.00]
95% Cl)

14 Mental state: 6b. Specific - negative Other data No numeric data

symptoms (average endpoint score

PANSS subscale, high = poor) - short

term, skewed data

15 Mental state: 6¢. Specific - negative 2 Mean Difference (IV, Ran- Subtotals only

symptoms (average endpoint score dom, 95% Cl)

SANS, high = poor)

15.1 Short term 1 45 Mean Difference (IV, Ran- -0.36 [-3.25, 2.53]
dom, 95% Cl)

15.2 Medium term 1 37 Mean Difference (IV, Ran- -6.60[-19.01, 5.81]
dom, 95% Cl)

15.3 Long term 1 44 Mean Difference (IV, Ran- 0.49[-2.19,3.17]
dom, 95% Cl)

16 Mental state: 6d. Specific - negative Other data No numeric data

symptoms (average endpoint score

SANS, high = poor) - skewed data

16.1 Short term Other data No numeric data

16.2 Medium term Other data No numeric data

16.3 Long term Other data No numeric data

17 Mental state: 6e. Specific - negative 1 68 Mean Difference (IV, Fixed,  0.10[-0.31, 0.51]

symptoms (average endpoint score 95% Cl)

BPRS subscale, high = poor) - short term

18 Mental state: 7a. Specific - affective 10 Mean Difference (IV, Fixed,  Subtotals only

symptoms (average endpoint score 95% Cl)

PANSS subscale, high = poor)

18.1 Short term 6 400 Mean Difference (IV, Fixed,  -3.38 [-4.62,-2.13]

95% Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

18.2 Medium term 3 194 Mean Difference (IV, Fixed,  -0.94 [-2.75, 0.88]
95% Cl)

18.3 Long term 7 379 Mean Difference (IV, Fixed,  -0.94 [-2.28, 0.40]
95% Cl)

19 Mental state: 7b. Specific - affective 1 134 Mean Difference (IV, Fixed,  8.26 [1.77, 14.74]

symptoms (average endpoint score 95% Cl)

SCL90, high=poor) - long term

20 Mental state: 8a. Specific - depres- Other data No numeric data

sion (average endpoint score BDI, high =

poor)

20.1 Short term Other data No numeric data

20.2 Medium term Other data No numeric data

20.3 Long term Other data No numeric data

21 Mental state: 8b. Specific - depression Other data No numeric data

(average endpoint score MADRS, high =

poor)

21.1 Medium term Other data No numeric data

21.2 Long term Other data No numeric data

22 Mental state: 8c. Specific - depression 1 95 Mean Difference (IV, Fixed,  -3.92[-4.96, -2.88]

(average endpoint score HAMD, high = 95% Cl)

poor) - short term

23 Mental state: 9a. Specific - self es- 1 Mean Difference (IV, Fixed,  Subtotals only

teem (average endpoint score RSES, 95% Cl)

high = good)

23.1 Short term 1 65 Mean Difference (IV, Fixed,  1.60[-0.93, 4.13]
95% Cl)

23.2 Medium term 1 65 Mean Difference (IV, Fixed,  0.80[-2.17,3.77]
95% Cl)

23.3 Long term 1 65 Mean Difference (IV, Fixed,  1.70[-1.79, 5.19]
95% Cl)

24 Mental state: 9b. Specific - self es- Other data No numeric data

teem (average endpoint score RSES,

high = good) - short term, skewed data

25 Mental state: 10. Specific - self stig- 1 Mean Difference (IV, Fixed,  Subtotals only

ma (average endpoint score SSMI, high =
poor) - short term

95% Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

26 Mental state: 11a. Specific - anxi- Other data No numeric data

ety (average endpoint score BAI, high =

poor) - long term, skewed data

27 Mental state: 11b. Specific - anxiety 1 65 Mean Difference (IV, Fixed,  -5.78 [-8.79, -2.77]

(average endpoint score HAMA, high = 95% Cl)

poor) - short term

28 Mental state: 11c. Specific - anxiety 1 95 Mean Difference (IV, Fixed,  -2.89[-4.53,-1.25]

(average endpoint score SARS, high = 95% Cl)

poor) - short term

29 Mental state: 12b. Specific - clinical- 1 Risk Ratio (M-H, Random, Subtotals only

ly important change - Obessive Compul- 95% Cl)

sive Disorder (no improvement)

29.1 Short term 1 65 Risk Ratio (M-H, Random, 0.29[0.12,0.68]
95% Cl)

30 Mental state: 12a. Specific - Obsessive 1 65 Mean Difference (IV, Fixed,  -13.55[-15.43,

Compulsive Disorder (average endpoint 95% Cl) -11.67]

score Y-BOCS, high = poor) - short term

31 Mental state: 13. Specific - anger/ag- 1 Mean Difference (IV, Fixed,  Subtotals only

gression (average endpoint score NAS, 95% Cl)

high = poor)

31.1 Short term 1 7 Mean Difference (IV, Fixed,  2.10[-5.70, 9.90]
95% Cl)

31.2 Long term 1 7 Mean Difference (IV, Fixed,  -1.05[-9.56, 7.46]
95% Cl)

32 Mental state: 14. Specific - problem Other data No numeric data

behaviours (average endpoint score var-

ious scales, high = poor) - skewed data

32.1 Novaco Provocation Inventory - Other data No numeric data

short term

32.2 Novaco Provocation Inventory - Other data No numeric data

long term

32.3 Ward Anger Rating Scale - long term Other data No numeric data

32.4 Ward Anger Rating Scale - short Other data No numeric data

term

32.5 HCR-20 risk management - long Other data No numeric data

term

33 Mental state: 15. Specific - thought Other data No numeric data

disturbances (average endpoint score

PANSS subscale, high = poor)

Cognitive behavioural therapy plus standard care versus standard care plus other psychosocial treatments for people with schizophrenia 131

(Review)

Copyright © 2019 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



- Coch rane Trusted evidence.
= . Informed decisions.
- Li b ra ry Better health.

Cochrane Database of Systematic Reviews

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

34 Adverse effect/event(s): 1. Numberof 2 Risk Ratio (M-H, Fixed, Subtotals only

events 95% Cl)

34.1 Short term 1 120 Risk Ratio (M-H, Fixed, 1.36[1.04,1.79]
95% Cl)

34.2 Long term 1 198 Risk Ratio (M-H, Fixed, 0.95[0.87, 1.03]
95% Cl)

35 Adverse effect/event(s): 2. Death - 6 627 Risk Ratio (M-H, Fixed, 1.57[0.62, 3.98]

any cause 95% Cl)

36 Functioning: 1a. Social functioning 3 Mean Difference (IV, Fixed,  Subtotals only

(average endpoint score various scales, 95% Cl)

high = good)

36.1 Social Functioning Scale - short 1 65 Mean Difference (IV, Fixed,  5.40[-5.18, 15.98]

term 95% Cl)

36.2 Social Functioning Scale - medium 1 65 Mean Difference (IV, Fixed,  7.20[-3.46, 17.86]

term 95% Cl)

36.3 Social Functioning Scale - longterm 1 65 Mean Difference (IV, Fixed,  8.80[-4.07,21.67]
95% Cl)

36.4 Personal and Social Performance 1 165 Mean Difference (IV, Fixed,  3.28 [-0.50, 7.06]

Scale - short term 95% Cl)

36.5 Personal and Social Performance 1 162 Mean Difference (IV, Fixed,  6.72[2.18, 11.26]

Scale - medium term 95% Cl)

36.6 Personal and Social Performance 1 168 Mean Difference (IV, Fixed,  9.35[4.66, 14.04]

Scale - long term 95% Cl)

36.7 Maryland Assessment of Social 1 7 Mean Difference (IV, Fixed,  0.40[-0.05, 0.85]

Competence - medium term 95% Cl)

37 Functioning: 1b. Social functioning 2 Mean Difference (IV, Fixed,  Subtotals only

(average endpoint score SOFAS, high = 95% Cl)

good)

37.1 Short term 1 62 Mean Difference (IV, Fixed,  5.09[-1.21,11.39]
95% Cl)

37.2 Long term 2 103 Mean Difference (IV, Fixed,  1.32[-4.90, 7.54]
95% Cl)

38 Functioning: 2a. Cognitive function- 3 Mean Difference (IV, Fixed,  Subtotals only

ing - insight (average endpoint score 95% Cl)

various scales, high = good)

38.1 Schedule for Assessment of Insight 1 165 Mean Difference (IV, Fixed,  0.91[-0.27, 2.09]

- short term 95% Cl)
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pants

38.2 Schedule for Assessment of Insight 1 162 Mean Difference (IV, Fixed,  1.27[0.09, 2.45]

- medium term 95% Cl)

38.3 Schedule for Assessment of Insight 2 218 Mean Difference (IV, Fixed,  1.00[-0.01, 2.00]

- long term 95% Cl)

38.4 The Insight Scale - short term 1 68 Mean Difference (IV, Fixed,  -0.60[-2.17,0.97]
95% Cl)

39 Functioning: 2b. Cognitive function- Other data No numeric data

ing - insight (average endpoint score

BCIS / SAl, high = good) - skewed data

39.1 Short term Other data No numeric data

39.2 Medium term Other data No numeric data

39.3 Long term Other data No numeric data

40 Functioning: 3. Life skills - skills ac- Other data No numeric data

quisition - (average endpoint score CMT,

high = good) - skewed data

40.1 Short term Other data No numeric data

40.2 Medium term Other data No numeric data

40.3 Long term Other data No numeric data

41 Quality of life: 1a. General (average 4 383 Mean Difference (IV, Fixed,  0.70[-0.52,1.91]

endpoint score various scales, high = 95% Cl)

good)

41.1 LSl - short term 1 60 Mean Difference (IV, Fixed,  0.30[-1.75, 2.35]
95% Cl)

41.2 LSI - medium term 1 58 Mean Difference (IV, Fixed,  0.60[-1.59, 2.79]
95% Cl)

41.3LSI - long term 1 51 Mean Difference (IV, Fixed,  1.70[-0.50, 3.90]
95% Cl)

41.4 EuroQOL - long term 1 37 Mean Difference (IV, Fixed,  -1.86[-19.20,
95% Cl) 15.48]

41.5 The Quality of Life Scale - longterm 1 50 Mean Difference (IV, Fixed,  -3.40[-16.25, 9.45]
95% Cl)

41.6 MSQol - short term 1 63 Mean Difference (IV, Fixed,  -1.80[-13.77,
95% Cl) 10.17]

41.7 MSQoL - medium term 1 64 Mean Difference (IV, Fixed,  -4.50 [-15.66, 6.66]

95% Cl)
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Outcome or subgroup title

No. of studies

No. of partici-
pants

Statistical method

Effect size

42 Quality of life: 2a. Specific (average 1 Mean Difference (IV, Fixed,  Subtotals only

endpoint score MSQOL, high = good) - 95% Cl)

short term

42.1 Physcial health 1 63 Mean Difference (IV, Fixed,  2.20[-7.81,12.21]
95% Cl)

42.2 Vitality 1 63 Mean Difference (IV, Fixed,  0.30[-9.80, 10.40]
95% Cl)

42.3 Psychosocial 1 63 Mean Difference (IV, Fixed,  0.60[-10.25, 11.45]
95% Cl)

42.4 Material 1 63 Mean Difference (IV, Fixed,  3.70[-6.79, 14.19]
95% Cl)

42.5 Spare time 1 63 Mean Difference (IV, Fixed,  0.70[-12.73, 14.13]
95% Cl)

42.6 Affective 1 63 Mean Difference (IV, Fixed,  -5.90[-15.81, 4.01]
95% Cl)

43 Quiality of life: 2b. Specific (average 1 Mean Difference (IV, Fixed,  Subtotals only

endpoint score MSQOL, high = good) - 95% Cl)

medium term

43.1 Physical health 1 64 Mean Difference (IV, Fixed,  -5.0[-15.93, 5.93]
95% Cl)

43.2 Vitality 1 64 Mean Difference (IV, Fixed,  -7.20[-17.22,2.82]
95% Cl)

43.3 Psychosocial 1 64 Mean Difference (IV, Fixed,  -7.10[-16.42,2.22]
95% Cl)

43.4 Material 1 64 Mean Difference (IV, Fixed,  -3.40 [-17.05,
95% Cl) 10.25]

43.5 Spare time 1 64 Mean Difference (IV, Fixed,  5.70[-4.71, 16.11]
95% Cl)

43.6 Affective 1 64 Mean Difference (IV, Fixed,  -6.20[-15.76, 3.36]
95% Cl)

44 Satisfaction with treatment: 1. Leav- 26 2392 Risk Ratio (M-H, Fixed, 0.86[0.75,0.99]

ing the study early 95% Cl)

45 Engagement with services: 1. Compli- 3 354 Risk Ratio (M-H, Fixed, 1.01[0.93,1.11]

ance with medication - favourable com- 95% Cl)

pliance - long term

46 Engagement with services: 2. Attitude 2 Mean Difference (IV, Fixed,  Subtotals only

to medication (average endpoint score, 95% Cl)

various scales, high = good)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

46.1 Attitude to Medication Question- 1 74 Mean Difference (IV, Fixed, = 4.50[2.17, 6.83]

naire - short term 95% Cl)

46.2 Drug Attitude Inventory - shortterm 1 63 Mean Difference (IV, Fixed,  5.70[2.05, 9.35]
95% Cl)

46.3 Drug Attitude Inventory - longterm 1 50 Mean Difference (IV, Fixed, = -2.10[-6.11, 1.91]
95% Cl)

Analysis 1.1. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 1 Global state: 1. Relapse.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.1.1 Short term ‘

NA - Valmaggia 2005 1/36 1/26 —.— 100% 0.72[0.05,11.02]
Subtotal (95% CI) 36 26 -—¢—— 100% 0.72[0.05,11.02]

Total events: 1 (CBT), 1 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable
Test for overall effect: Z=0.23(P=0.81)

1.1.2 Medium term

|
|
|
A - Bechdolf 2004 13/40 16/48 l 92.61% 0.98[0.54,1.78]

NA - Valmaggia 2005 2/36 1/26 —"‘— 7.39% 1.44[0.14,15.1]
Subtotal (95% Cl) 76 74 ‘ 100% 1.01[0.56,1.81]

Total events: 15 (CBT), 17 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.1, df=1(P=0.75); I>=0%
Test for overall effect: Z=0.03(P=0.97)

1.1.3 Long term

A - Garety 2008 7/27 5/28 —— 5.69% 1.45[0.52,4.02]
A-Haddock 1999 4/10 8/11 — 8.83% 0.55[0.24,1.28]
A-Tarrier 1999 6/23 4/21 —— 4.84% 1.37[0.45,4.19]
NA - Drury 2000 20/30 20/32 - 22.42% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 ] 58.22% 1.05[0.81,1.37]
Subtotal (95% Cl) 187 188 * 100% 1.05[0.85,1.29]
Total events: 90 (CBT), 87 (OTHER PSYCHOSOCIAL) ‘

Heterogeneity: Tau?=0; Chi*=2.88, df=4(P=0.58); 1>=0% ‘

Test for overall effect: Z=0.44(P=0.66) ‘

CBT 0.005 0.1 1 10 200 FAVOURS OTHER PSYCHOSOCIAL
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Analysis 1.2. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES,

Outcome 2 Global state: 2. Average endpoint total score various scales, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.2.1 GAS - medium term ‘
A -Durham 2003 21 33.2(7.7) 17 33.8(5.9) . 100% -0.6[-4.93,3.73]
Subtotal *** 21 17 + 100% -0.6[-4.93,3.73]
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.27(P=0.79) ‘
|
1.2.2 GAS - long term ‘
A-Durham 2003 18 35.8(9.7) 12 36.3(9.8) . 100% -0.5[-7.63,6.63]
Subtotal *** 18 12 ‘ 100% -0.5[-7.63,6.63]
Heterogeneity: Not applicable
Test for overall effect: Z=0.14(P=0.89)
1.2.3 GAF - short term
NA - Haddock 2009 38 41.9 (15.6) 39 33.3(14.6) ! 3 48.8% 8.52[1.75,15.29]
NA - Kemp 1998 37 54 (17.3) 33 44.5(10.4) | 51.2% 9.5[2.89,16.11]
Subtotal *** 75 72 ¢ 100% 9.02[4.29,13.75]
Heterogeneity: Tau?=0; Chi*=0.04, df=1(P=0.84); 1>=0%
Test for overall effect: Z=3.74(P=0)
1.2.4 GAF- long term
NA - Haddock 2009 38 42.9(19.3) 39 40.9 (22.1) - 39.13% 2.01[-7.24,11.26]
NA - Kemp 1998 25 62.8 (18.4) 23 48.3 (14.5) - 38.43% 14.5[5.17,23.83]
NA - O'Donnell 2003 26 52.7(17.8) 24 56.9 (25.3) —— 22.44% -4.2[-16.42,8.02]
Subtotal *** 89 86 * 100% 5.42[-0.37,11.2]
Heterogeneity: Tau?=0; Chi*=6.54, df=2(P=0.04); 1°=69.41%
Test for overall effect: Z=1.83(P=0.07)
Test for subgroup differences: Chi*=10.32, df=1 (P=0.02), 1>=70.93% ‘ ‘ ‘
FAVOURS OTHER PSYCHOSOCIAL -100 50 0 50 100 CBT
Analysis 1.3. Comparison 1 CBT versus OTHER PSYCHOSOCIAL
THERAPIES, Outcome 3 Global state: 3. Rehospitalisation.
Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 Short term
A -Penn 2009 3/32 7/33 —.—— 100% 0.44[0.13,1.56]
Subtotal (95% CI) 32 33 e e 100% 0.44[0.13,1.56]
Total events: 3 (CBT), 7 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=1.27(P=0.2)
1.3.2 Medium term
A - Bechdolf 2004 9/40 13/48 —.’— 30.15% 0.83[0.4,1.74]
A - Buchkremer 1997 16/67 32/124 " 57.28% 0.93[0.55,1.56]
A -Penn 2009 3/32 5/33 —‘—’— 12.56% 0.62[0.16,2.38]
CBT 0.005 0.1 1 10 200 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Subtotal (95% Cl) 139 205 ‘ 100% 0.86[0.57,1.29]
Total events: 28 (CBT), 50 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.31, df=2(P=0.85); 1>=0%
Test for overall effect: Z=0.74(P=0.46)
1.3.3 Long term
A - Bechdolf 2004 30/40 37/48 + 19.94% 0.97[0.77,1.23]
A - Buchkremer 1997 23/67 56/124 - 23.29% 0.76[0.52,1.12]
A-Klingberg 2012 28/95 31/88 . 19.08% 0.84[0.55,1.27]
A -Penn 2009 4/32 3/33 B a— 1.75% 1.38[0.33,5.66]
NA - Drury 2000 10/30 10/32 —t 5.74% 1.07[0.52,2.19]
NA - Jackson 2008 12/30 8/27 -+ 4.99% 1.35[0.65,2.8]
NA - Lewis 2002 33/101 31/106 -+ 17.93% 1.12[0.74,1.68]
NA - Sensky 2000 14/46 12/44 —— 7.27% 1.12[0.58,2.14]
Subtotal (95% Cl) 441 502 [ 100% 0.96[0.82,1.14]
Total events: 154 (CBT), 188 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=3.75, df=7(P=0.81); 1>=0%
Test for overall effect: Z=0.42(P=0.67) ‘ ‘ ‘ ‘
CBT 0.005 0.1 1 10 200 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.4. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES,
Outcome 4 Mental state: 1. General - clinically important change (no improvement).

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
1.4.1 Short term
A - Cather 2005 6/15 9/13 —_— 14.17% 0.58[0.28,1.18]
A-Tarrier 1999 22/33 22/26 —.— 85.83% 0.79[0.59,1.05]
Subtotal (95% Cl) 48 39 o 100% 0.75[0.58,0.99]
Total events: 28 (CBT), 31 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.68, df=1(P=0.41); 1>=0%
Test for overall effect: Z=2.05(P=0.04)
1.4.2 Medium term
A - Bechdolf 2004 38/40 43/48 - 39.68% 1.06[0.94,1.2]
A - Durham 2003 18/22 21/23 —_ 35.66% 0.9[0.71,1.13]
NA - Drury 2000 12/30 24/32 — 24.67% 0.53[0.33,0.86]
Subtotal (95% CI) 92 103 . 100% 0.84[0.58,1.23]
Total events: 68 (CBT), 88 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.09; Chi*=14.3, df=2(P=0); 1°=86.01%
Test for overall effect: Z=0.89(P=0.37)
1.4.3 Long term
A - Durham 2003 15/22 20/23 —— 31.62% 0.78[0.57,1.09]
A - Garety 2008 9/27 9/28 —_— 6.82% 1.04[0.49,2.21]
A-Tarrier 1999 25/33 21/26 43.04% 0.94[0.72,1.23]
NA - Sensky 2000 17/46 27/44 — 18.52% 0.6[0.39,0.94]
Subtotal (95% Cl) 128 121 L 4 100% 0.82[0.67,1.01]
CBT 02 0.5 1 2 5 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

Total events: 66 (CBT), 77 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.01; Chi*=3.44, df=3(P=0.33); 1>=12.67%
Test for overall effect: Z=1.9(P=0.06)

CBT 02

0.5 1 2 5

FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.5. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome
5 Mental state: 2. General (average endpoint total score, various scales, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% CI
1.5.1 BPRS - short term
A -Haddock 1999 9 46.8 (8.8) 11 38.3(17.4) —T ¢+ 6.78% 8.5[-3.26,20.26]
A - Lecomte 2008 35 35.9(8.2) 33 37(11.6) + 41.04% -1.1[-5.88,3.68]
NA - Kemp 1998 39 37.6(10.1) 35 37.4(8.5) + 52.18% 0.2[-4.04,4.44]
Subtotal *** 83 79 100% 0.23[-2.83,3.29]
Heterogeneity: Tau?=0; Chi?=2.2, df=2(P=0.33); 1>=8.91%
Test for overall effect: Z=0.15(P=0.88)
1.5.2 BPRS - medium term
A-Pinto 1999 19 38.1(9.7) 18 45.7(11) —.— 100% -7.6[-14.3,-0.9]
Subtotal *** 19 18 —a— 100% -7.6[-14.3,-0.9]
Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=2.22(P=0.03)
1.5.3 PANSS - short term
A- Levine 1998 6 29.5 (4.9) 6 60.5 (6) 9.76% -31[-37.2,-24.8]
A-Li2014 84 51.3(13.3) 81 52.2(12.7) —— 24% -0.91[-4.86,3.04]
A -Penn 2009 32 55(8.8) 33 59.1(9.6) — 18.72% -4.1[-8.57,0.37]
NA - Haddock 2009 38 55.2 (12.5) 39 58.7 (16.1) —T 9.06% -3.44[-9.87,2.99]
NA - Lewis 2002 78 61.7 (19.7) 71 60 (16.4) —Tt 11.15% 1.77[-4.03,7.57]
NA-Li 2015 50 44.9 (10.7) 50 49.5 (8) —— 27.32% -4.58[-8.28,-0.88]
Subtotal *** 288 280 <& 100% -5.38[-7.31,-3.44]
Heterogeneity: Tau?=0; Chi?=77.22, df=5(P<0.0001); I*=93.53%
Test for overall effect: Z=5.44(P<0.0001)
1.5.4 PANSS - medium term
A - Durham 2003 22 96.2 (17.7) 19 95.2 (16.2) N — 8.51% 1[-9.38,11.38]
A-Li2014 84 48.8 (12.5) 80 52.9(13.6) —— 56.97% -4.09[-8.1,-0.08]
A -Penn 2009 32 52.2(10.7) 33 59.9 (10.5) —— 34.52% -7.7[-12.86,-2.54]
Subtotal *** 138 132 o 100% -4.9[-7.93,-1.87]
Heterogeneity: Tau?=0; Chi*=2.53, df=2(P=0.28); 1?=20.97%
Test for overall effect: Z=3.17(P=0)
1.5.5 PANSS - long term
A - Durham 2003 21 87(23.1) 19 93.5(16.8) e e 3.14% -6.5[-18.94,5.94]
A - Garety 2008 22 54.4 (16.7) 20 55.5(15.3) e 5.2% -1.09[-10.76,8.58]
A-Li2014 84 46.7(13.1) 84 52.9 (14.5) — 27.87% -6.2[-10.37,-2.03]
A -Penn 2009 32 52.7(10.1) 33 58.4 (11.2) —— 18.09% -5.7[-10.88,-0.52]
CBT 20 10 0 10 20 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
NA - Haddock 2009 38 54(20.3) 39 57.7(16.3) — T 7.17% -3.76[-11.99,4.47]
NA - Lewis 2002 (L) 26 53.7(13.3) 23 53(14.6) —_— 7.86% 0.7[-7.16,8.56]
NA - Lewis 2002 (M) 25 71.2 (15.8) 30 76.6 (21.7) —t—T 4.92% -5.4[-15.33,4.53]
NA - Lewis 2002 (N) 24 51.5(7.5) 26 51.4 (9.6) — 21.47% 0.1[-4.66,4.86]
NA - O'Donnell 2003 26 58.2 (17) 24 52.1(21) — Tt 4.29% 6.1[-4.54,16.74]
Subtotal *** 298 298 L 4 100% -3.22[-5.42,-1.01]
Heterogeneity: Tau?=0; Chi*=9.27, df=8(P=0.32); 1’=13.67%
Test for overall effect: Z=2.86(P=0)
1.5.6 CPRS - medium term
NA- Sensky 2000 46 234006 44 27.7(139) - 100% -4.3(-9.26,0.66]
Subtotal *** 46 44 . 100% -4.3[-9.26,0.66]
Heterogeneity: Not applicable
Test for overall effect: Z=1.7(P=0.09)
1.5.7 CPRS - long term
NA - Sensky 2000 31 24.4(11.7) 28 29 (14) —.—— 100% -4.6[-11.22,2.02]
Subtotal *** 31 28 i 100% -4.6[-11.22,2.02]
Heterogeneity: Not applicable
Test for overall effect: Z=1.36(P=0.17)
Test for subgroup differences: Chi*=11.24, df=1 (P=0.08), 1>=46.61% ‘ ‘ ‘ ‘
CBT 20 -10 0 10 20 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.6. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 6 Mental
state: 3a. Specific - positive symptoms (average endpoint score PANSS subscale, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% CI

1.6.1 Short term

A - Bechdolf 2004 40 11.3(4.2) 48 11.4(4.5) —_— 11.53% -0.1[-1.92,1.72]
A - Cather 2005 15 10.9 (2.6) 13 11.1(3.7) e E— 6.62% -0.15[-2.55,2.25]
A - Granholm 2013 29 17.4(6.4) 30 16.6 (5.7) B 3.99% 0.8[-2.3,3.9]
A - Granholm 2014 42 19.4(5.2) 52 19.8 (6) — 7.45% -0.4[-2.67,1.87]
A-Li2014 84 15.2(5.8) 81 15(5.1) — 13.79% 0.19[-1.47,1.85]
A -Penn 2009 32 14.5(3.7) 33 15.9 (4.4) —— 9.81% -1.4[-3.37,0.57]
NA - Haddock 2009 38 14.8 (6) 39 15.8 (5.7) e 5.64% -0.96[-3.56,1.64]
NA - Lewis 2002 78 13(5.1) 71 12.6 (4.8) — T 15.24% 0.45[-1.13,2.03]
NA-Li 2015 50 11 (4.4) 50 13(3.3) — 16.48% -2.06[-3.58,-0.54]
NA - Valmaggia 2005 35 15.1(3.9) 23 16.3(3.8) . 9.46% -1.19[-3.2,0.82]
Subtotal *** 443 440 < 100% -0.57[-1.19,0.05]

Heterogeneity: Tau?=0; Chi*=8.35, df=9(P=0.5); I>=0%
Test for overall effect: Z=1.8(P=0.07)

1.6.2 Medium term

A - Bechdolf 2004 31 11.6 (4.3) 40 11.4 (4.8) —p— 15.72% 0.2[-1.92,2.32]
A- Granholm 2013 26 15.5(5.8) 32 16.1(5.3) e 8.49% -0.6[-3.49,2.29]
A - Granholm 2014 36 16.6 (4.1) 45 18.7(5.8) —— 15.18% -2.1[-4.26,0.06]
A-Li2014 84 14.2 (5.8) 80 15.4 (5.3) — 24.62% -1.2[-2.9,0.5]
CBT S5 25 0 25 5 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
A-Penn 2009 32 14.2 (4) 33 16.5 (4) I 18.71% -2.3[-4.25,-0.35]
NA - Valmaggia 2005 35 14.6 (3.7) 23 15.4(3.9) — T 17.29% -0.8[-2.82,1.22]
Subtotal *** 244 253 L 4 100% -1.2[-2.04,-0.36]
Heterogeneity: Tau?=0; Chi*=3.88, df=5(P=0.57); 1>=0%
Test for overall effect: Z=2.8(P=0.01)
1.6.3 Long term
A - Bechdolf 2004 16 13.6 (5.6) 25 13.5 (6.6) — 3.82% 0.1[-3.67,3.87]
A - Garety 2008 22 14.2 (6.4) 21 16.5(6.9) — T 3.42% -2.29[-6.28,1.7]
A - Granholm 2013 25 15.7 (5.5) 29 18.5(8.1) R e—— 4.07% -2.8[-6.45,0.85]
A-Li2014 84 13.2(5.4) 84 15.3(5.7) — 19.53% -2.16[-3.83,-0.49]
A -Penn 2009 32 13.6 (3.4) 33 15.9 (3.6) — 18.74% -2.3[-4,-0.6]
NA - Haddock 2009 38 15(7) 39 15.9 (5.7) — T 6.73% -0.85[-3.69,1.99]
NA - Lewis 2002 (L) 26 12 (4.3) 23 13.3(4.8) ——T 8.25% -1.3[-3.87,1.27]
NA - Lewis 2002 (M) 25 14.8 (4.1) 30 16.2 (6.2) e e 7.23% -1.4[-4.14,1.34]
NA - Lewis 2002 (N) 24 10.5(2.5) 26 10.2 (2.5) — 28.21% 0.3[-1.09,1.69]
Subtotal *** 292 310 L 4 100% -1.22[-1.96,-0.49]
Heterogeneity: Tau?=0; Chi*=8.93, df=8(P=0.35); 1?=10.45%
Test for overall effect: Z=3.25(P=0)
Test for subgroup differences: Chi*=2.32, df=1 (P=0.31), 1’=13.92% ‘ ‘ ‘ ‘
CBT 525 0 25 5 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.7. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 7 Mental state:
3b. Specific - positive symptoms (average endpoint score various subscales, high = poor) - skewed data.

Mental state: 3b. Specific - positive symptoms (average endpoint score various subscales, high = poor) - skewed data

Study Intervention Mean SD N Notes
PANSS - short term
A- Levine 1998 CBT 7 4.6 6 Reporetd as favouring
CBT
A- Levine 1998 Other treatments 13.7 2.5 6

SAPS - medium term

A- Pinto 1999 CBT 17.9 17 19 Reported as favouring
CBT
A - Pinto 1999 Other treatments 29.9 12.1 18
BPRS - short term
NA - Jackson 2008 CBT 7.45 4.05 31 No difference
NA - Jackson 2008 Other treatments 7.65 4.03 31
BPRS - long term
NA - Jackson 2008 CBT 7.20 4.08 31 No difference
NA - Jackson 2008 Other treatments 7.55 4.76 31
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Analysis 1.8. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 8 Mental
state: 3c. Specific - positive symptoms (average endpoint BPRS subscale, high = poor) - short term.

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
A- Lecomte 2008 35 1.7(0.6) 33 1.8(0.8) . 100% -0.1[-0.45,0.25)
Total *** 35 33 * 100% -0.1[-0.45,0.25]
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.56(P=0.57) ‘
CBT 525 0 25 5 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.9. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 9
Mental state: 4a. Specific - hallucinations (average endpoint score PSYRATS, high = poor).

Study or subgroup CBT OTHER PSY- Mean Dif- Mean Difference Weight Mean Difference
CHOSOCIAL ference
N N (SE) 1V, Fixed, 95% CI IV, Fixed, 95% CI

1.9.1 Short term

A -Penn 2009 0 0 -0.9 (1.764) —.— 100% -0.9[-4.36,2.56]
Subtotal (95% CI) - 100% -0.9[-4.36,2.56]
Heterogeneity: Tau?=0; Chi?*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.51(P=0.61)
1.9.2 Medium term
A -Penn 2009 0 0 -0.1(1.904) —.— 100% -0.1[-3.83,3.63]
Subtotal (95% CI) i 100% -0.1[-3.83,3.63]
Heterogeneity: Not applicable
Test for overall effect: Z=0.05(P=0.96)
1.9.3 Long term
A -Penn 2009 0 0 0(2.431) —— 51.79% 0[-4.76,4.76]
NA - Lewis 2002 0 0 -4.4(2.52) —— 48.21% -4.36[-9.3,0.58]
Subtotal (95% CI) - 100% -2.1[-5.53,1.33]
Heterogeneity: Tau?=0; Chi*=1.55, df=1(P=0.21); 1?=35.5%
Test for overall effect: Z=1.2(P=0.23)
Test for subgroup differences: Chi*=0.62, df=1 (P=0.73), 1>=0%

CBT 05 0 5 10 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.10. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 10 Mental
state: 4b. Specific - hallucinations (average endpoint score PSYRATS, high = poor) - skewed data.

Mental state: 4b. Specific - hallucinations (average endpoint score PSYRATS, high = poor) - skewed data

Study Intervention Mean SD N Notes
Short term

A - Cather 2005 CBT 18.11 11.36 15 Reported no difference

A - Cather 2005 Other treatments 20.52 12.57 13

NA - Haddock 2009 CBT 9.74 13.92 38 Reported no difference

NA - Haddock 2009 Other treatments 11.38 15.13 39

NA - Lewis 2002 CBT 6.15 10.31 47 Reported no difference

NA - Lewis 2002 Other treatments 6.41 10.61 41
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Mental state: 4b. Specific - hallucinations (average endpoint score PSYRATS, high = poor) - skewed data

Study Intervention Mean SD N Notes
Medium term
A - Durham 2003 CBT 17.9 13.2 21 Reported no difference
A-Durham 2003 Other treatments 20.6 12.3 19
Long term
A - Durham 2003 CBT 18.5 12.8 20 Reported no difference
A-Durham 2003 Other treatments 18.0 12.2 19
NA - Haddock 2009 CBT 9.36 12.72 38 Reported no difference
NA - Haddock 2009 Other treatments 10.38 16.63 39

Analysis 1.11. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 11 Mental
state: 5a. Specific - delusions (average endpoint score PSYRATS subscale, high = poor) - long term.

Study or subgroup CBT OTHER PSY- Mean Dif- Mean Difference Weight Mean Difference
CHOSOCIAL ference
N N (SE) IV, Fixed, 95% CI IV, Fixed, 95% CI
NA - Lewis 2002 0 0 -1(1.14) - 100% -1.04[-3.27,1.19]
Total (95% CI) 4 100% -1.04[-3.27,1.19]
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.91(P=0.36) ‘
CBT -10 -5 0 5 10 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.12. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 12 Mental
state: 5b. Specific - delusions (average endpoint score PSYRATS subscale, high = poor) - skewed data.

Mental state: 5b. Specific - delusions (average endpoint score PSYRATS subscale, high = poor) - skewed data

Study Intervention Mean SD N Notes
Short term

A - Cather 2005 CBT 10.69 6.49 15 Reported as no differ-
ence

A - Cather 2005 Other treatments 10.15 7.48 13

A - Penn 2009 CBT 8.6 7.0 32 Reported as no differ-
ence

A-Penn 2009 Other treatments 10.0 6.3 33

NA - Haddock 2009 CBT 4.9 6.55 38 Reported as favouring
CBT

NA - Haddock 2009 Other treatments 11.04 6.7 39

NA - Lewis 2002 CBT 6.95 7.66 74 Reported as no differ-
ence

NA - Lewis 2002 Other treatments 6.13 6.98 67

Medium term

A - Durham 2003 CBT 13.3 5.4 22 Reported as no differ-
ence

A - Durham 2003 Other treatments 11.8 6.2 19

A-Penn 2009 CBT 8.0 7.7 32 Reported as no differ-
ence

A-Penn 2009 Other treatments 10.4 5.9 33

Long term

A - Durham 2003 CBT 11.1 5.8 21 Reported as no differ-
ence

A-Durham 2003 Other treatments 9.7 6.1 19

A-Penn 2009 CBT 6.9 7.0 32 Reported as no differ-

ence
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Mental state: 5b. Specific - delusions (average endpoint score PSYRATS subscale, high = poor) - skewed data

Study Intervention Mean SD N Notes
A - Penn 2009 Other treatments 9.0
NA - Haddock 2009 CBT 7.6 Reported as no differ-
ence
NA - Haddock 2009 Other treatments 8.38

Analysis 1.13. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 13 Mental
state: 6a. Specific - negative symptoms (average endpoint score PANSS subscale, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI| Fixed, 95% CI
1.13.1 Short term
A - Bechdolf 2004 40 13.9 (4.5) 48 13.1(5.2) e 11.53% 0.8[-1.23,2.83]
A - Cather 2005 15 14.9 (5) 13 14.9 (5.7) 2.96% -0.05[-4.05,3.95]
A-Li2014 84 15.5(5.7) 81 16.5(5.6) — T 15.95% -0.94[-2.66,0.78]
A-Penn 2009 32 13.5(3.3) 33 13.4(2.9) —_— 20.71% 0.1[-1.41,1.61]
NA - Haddock 2009 38 11.7 (3.7) 39 13.5(5.6)  — 10.67% -1.84[-3.95,0.27]
NA - Li 2015 50 9.6 (3.8) 50 9.8(3.9) . — 21.06% -0.22[-1.72,1.28]
NA - Valmaggia 2005 35 13 (3.5) 23 11.7(2.9) . a— 17.12% 1.21[-0.45,2.87]
Subtotal *** 294 287 L 2 100% -0.07[-0.76,0.61]
Heterogeneity: Tau?=0; Chi*=6.76, df=6(P=0.34); 1°=11.24%
Test for overall effect: Z=0.21(P=0.83)
1.13.2 Medium term
A - Bechdolf 2004 31 12.5(4) 40 13(6.1) R 14.77% -0.5[-2.86,1.86]
A-Li2014 84 15 (5.6) 81 16.4 (5.8) . 27.23% -1.41[-3.15,0.33]
A-Penn 2009 32 12.4(3.9) 33 12.7(3.7) . — 24.04% -0.3[-2.15,1.55]
NA - Valmaggia 2005 35 11.8(3.4) 23 11.7 (2.6) + 33.95% 0.04[-1.52,1.6]
Subtotal *** 182 177 ‘ 100% -0.52[-1.42,0.39]
Heterogeneity: Tau?=0; Chi*=1.56, df=3(P=0.67); 1>=0%
Test for overall effect: Z=1.12(P=0.26)
1.13.3 Long term
A - Bechdolf 2004 16 13.7(5) 25 14.5(6.3) 5.77% -0.8[-4.28,2.68]
A - Garety 2008 22 12.2 (4.4) 21 13(8.1) 4.56% -0.77[-4.68,3.14]
A-Li2014 84 14 (5.2) 84 16.2 (6.5) . — 22.33% -2.23[-4,-0.46]
A-Penn 2009 32 12.9 (4.4) 33 13.2(4.9) S E— 13.65% -0.3[-2.56,1.96]
NA - Haddock 2009 38 12.1(4.9) 39 14.3(6.1) —_—t— 11.5% -2.25[-4.72,0.22]
NA - Lewis 2002 (L) 26 12.8 (4.3) 23 11.8 (4) _— 12.93% 1[-1.32,3.32]
NA - Lewis 2002 (M) 25 18(5.9) 30 18.9 (5.9) + 7.13% -0.9[-4.03,2.23]
NA - Lewis 2002 (N) 24 12.2(2.9) 26 12.3(3.5) —_ 22.14% -0.1[-1.88,1.68]
Subtotal *** 267 281 - 100% -0.84[-1.67,0]
Heterogeneity: Tau?=0; Chi*=6.92, df=7(P=0.44); 1>=0%
Test for overall effect: Z=1.96(P=0.05)
Test for subgroup differences: Chi*=1.96, df=1 (P=0.37), 1>=0%
CBT 2.5 0 5 FAVOURS OTHER PSYCHOSOCIAL
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Analysis 1.14. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 14 Mental state: 6b.
Specific - negative symptoms (average endpoint score PANSS subscale, high = poor) - short term, skewed data.

Mental state: 6b. Specific - negative symptoms (average endpoint score PANSS subscale, high = poor) - short term, skewed data

Study Intervention Mean SD N Notes
A- Levine 1998 CBT 7.8 4.0 6 Reported favouring CBT
A- Levine 1998 Other treatments 15.0 15 6

Analysis 1.15. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 15
Mental state: 6¢c. Specific - negative symptoms (average endpoint score SANS, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Random, 95% Cl Random, 95% CI
1.15.1 Short term ‘
A-Tarrier 1999 24 9.8 (4.2) 21 10.2 (5.5) . 100% -0.36[-3.25,2.53]
Subtotal *** 24 21 * 100% -0.36[-3.25,2.53]
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.24(P=0.81) ‘
1.15.2 Medium term
A-Pinto 1999 19 46.9 (19.4) 18 53.5(19.1) -.— 100% -6.6[-19.01,5.81]
Subtotal *** 19 18 # 100% -6.6[-19.01,5.81]
Heterogeneity: Not applicable ‘
Test for overall effect: Z=1.04(P=0.3) ‘
|
1.15.3 Long term ‘
A-Tarrier 1999 23 10.4 (3.8) 21 9.9 (5.1) . 100% 0.49[-2.19,3.17]
Subtotal *** 23 21 * 100% 0.49[-2.19,3.17]
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.36(P=0.72) ‘
Test for subgroup differences: Chi*=1.27, df=1 (P=0.53), 1>=0% ‘ ‘ ‘ ‘ ‘
FAVOURS OTHER PSYCHOSOCIAL 50 25 0 25 50 CBT

Analysis 1.16. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 16 Mental
state: 6d. Specific - negative symptoms (average endpoint score SANS, high = poor) - skewed data.

Mental state: 6d. Specific - negative symptoms (average endpoint score SANS, high = poor) - skewed data

Study Intervention Mean SD N Notes

Short term
NA - Jackson 2008 CBT 17.67 10.19 31 Reported no difference
NA - Jackson 2008 Other treatments 22.88 12.87 31

Medium term

NA - Sensky 2000 CBT 24.7 14.0 46 Reported no difference
NA - Sensky 2000 Other treatments 24.7 19.0 44

Long term
NA - Jackson 2008 CBT 14.66 10.9 31 Reported no difference
NA - Jackson 2008 Other treatments 19.55 14.79 31
NA - Sensky 2000 CBT 22.8 14.5 31 Reported as favouring

CBT

NA - Sensky 2000 Other treatments 331 22.6 28
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Analysis 1.17. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 17 Mental state:
6e. Specific - negative symptoms (average endpoint score BPRS subscale, high = poor) - short term.

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
A- Lecomte 2008 35 1.6 (0.9) 33 1.5(0.8) . 100% 0.1[-0.31,0.51]
Total *** 35 33 100% 0.1[-0.31,0.51]

Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.48(P=0.63)

CBT
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FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.18. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 18 Mental
state: 7a. Specific - affective symptoms (average endpoint score PANSS subscale, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.18.1 Short term
A - Bechdolf 2004 40 28(9.2) 48 25(6.2) T+ 13.8% 3[-0.35,6.35]
A- Levine 1998 6 14.7(3.1) 6 31.8(2.8) ‘— 13.84% -17.1[-20.44,-13.76]
A -Penn 2009 32 27 (4.9) 33 29 (6.3) — 20.61% -2[-4.74,0.74]
NA - Haddock 2009 38 28.5 (6.5) 39 29.5(7.8) — 14.94% -1.05[-4.27,2.17]
NA-Li 2015 50 19.6 (5.8) 50 23.9(7.5) —— 22.3% -4.36[-6.99,-1.73]
NA - Valmaggia 2005 35 30.4 (6.3) 23 29.6 (6.2) T 14.5% 0.82[-2.45,4.09]
Subtotal *** 201 199 . 4 100% -3.38[-4.62,-2.13]
Heterogeneity: Tau?=0; Chi*=88.55, df=5(P<0.0001); 1*=94.35%
Test for overall effect: Z=5.32(P<0.0001)
1.18.2 Medium term
A - Bechdolf 2004 31 28.5(8.8) 40 26 (6.9) - 23.26% 2.5[-1.26,6.26]
A -Penn 2009 32 25.6 (5.3) 33 30(7.1) —— 35.67% -4.4[-7.44,-1.36]
NA - Valmaggia 2005 35 29.7 (6.3) 23 29.6 (4.7) —F— 41.08% 0.12[-2.71,2.95]
Subtotal *** 98 96 ‘ 100% -0.94[-2.75,0.88]
Heterogeneity: Tau?=0; Chi*=8.72, df=2(P=0.01); I>=77.07%
Test for overall effect: Z=1.01(P=0.31)
1.18.3 Long term
A - Bechdolf 2004 16 28.1(6.3) 25 26.4(6.9) e 10.65% 1.7[-2.4,5.8]
A - Garety 2008 22 28 (8.4) 20 28.3(6.6) e E— 8.69% -0.25[-4.79,4.29]
A -Penn 2009 32 26 (5.1) 33 29.6 (6.2) —— 23.61% -3.6[-6.36,-0.84]
NA - Haddock 2009 38 26.9 (10.5) 39 28.8(9.6) . 8.94% -1.93[-6.41,2.55]
NA - Lewis 2002 (L) 26 28.9 (6.9) 23 27.9(7.4) — Tt 11.09% 1[-3.02,5.02]
NA - Lewis 2002 (M) 25 38.3(10.8) 30 41.5(12.2) e 4.85% -3.2[-9.28,2.88]
NA - Lewis 2002 (N) 24 28.8(3.8) 26 28.9 (4.7) + 32.17% -0.1[-2.46,2.26]
Subtotal *** 183 196 ‘ 100% -0.94[-2.28,0.4]
Heterogeneity: Tau?=0; Chi*=7.35, df=6(P=0.29); 1>=18.41%
Test for overall effect: Z=1.38(P=0.17)
Test for subgroup differences: Chi?=8.42, df=1 (P=0.01), 1>=76.25%
CBT ;10 5 0 5 10 FAVOURS OTHER PSYCHOSOCIAL
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Analysis 1.19. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 19 Mental
state: 7b. Specific - affective symptoms (average endpoint score SCL90, high=poor) - long term.

Cochrane Database of Systematic Reviews

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% CI
A-Li2015 48 48 (18) 86 39.7(18.9) —B 8.26[1.77,14.74]
Total *** 48 86 ———mllE 100% 8.26[1.77,14.74]

Heterogeneity: Not applicable
Test for overall effect: Z=2.49(P=0.01)

CBT

FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.20. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome
20 Mental state: 8a. Specific - depression (average endpoint score BDI, high = poor).

Mental state: 8a. Specific - depression (average endpoint score BDI, high = poor)

Study Intervention Mean SD N Notes
Short term

A-Granholm 2013 CBT 17.2 12.3 30 Reported as no differ-
ence

A - Granholm 2013 Other treatments 13.8 11.2 30

A - Granholm 2014 CBT 17.1 11.2 42 Reported as no differ-
ence

A - Granholm 2014 Other treatments 16.7 13.6 52

A - Penn 2009 CBT 11.4 7.6 32 Reported as no differ-
ence

A-Penn 2009 Other treatments 12.6 10.2 33

Medium term

A-Granholm 2013 CBT 15.0 12.6 26 Reported as no differ-
ence

A - Granholm 2013 Other treatments 14.3 14.0 32

A - Granholm 2014 CBT 13.8 10.4 45 Reported as no differ-
ence

A - Granholm 2014 Other treatments 14.0 10.2 36

A - Penn 2009 CBT 10.5 8.5 32 Reported as no differ-
ence

A - Penn 2009 Other treatments 13.9 10.7 33

Long term

A - Garety 2008 CBT 15.54 10.91 22 Did not report whether
there is a significant sta-
tistical difference

A - Garety 2008 Other treatments 21.39 13.87 18

A - Granholm 2013 CBT 14.4 10.2 25 Reported as no differ-
ence

A-Granholm 2013 Other treatments 11.1 11.2 29

A - Penn 2009 CBT 11.5 9.4 32 Reported as no differ-
ence

A -Penn 2009 Other treatments 17.9 13.6 33
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Analysis 1.21. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome
21 Mental state: 8b. Specific - depression (average endpoint score MADRS, high = poor).

Mental state: 8b. Specific - depression (average endpoint score MADRS, high = poor)

Study Intervention Mean SD N Notes
Medium term

NA - Sensky 2000 CBT 4.9 3.5 46 Reported as favouring
CBT

NA - Sensky 2000 Other treatments 7.4 4.6 44

Long term

NA - Sensky 2000 CBT 5.5 4.3 31 Reported as no differ-
ence

NA - Sensky 2000 Other treatments 7.0 4.6 28

Analysis 1.22. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 22
Mental state: 8c. Specific - depression (average endpoint score HAMD, high = poor) - short term.

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
A-Li2015b 47 8.2(2.8) 48 12.1(2.3) B 100% -3.92(-4.96,-2.88]
Total *** 47 48 L 2 100% -3.92[-4.96,-2.88]

Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); I*>=100%
Test for overall effect: Z=7.42(P<0.0001)

CBT 5 25 0 25 5 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.23. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome
23 Mental state: 9a. Specific - self esteem (average endpoint score RSES, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.23.1 Short term ‘
A -Penn 2009 32 29.8 (5.4) 33 28.2(5) . 100% 1.6[-0.93,4.13]
Subtotal *** 32 33 b 100% 1.6[-0.93,4.13]
Heterogeneity: Not applicable
Test for overall effect: Z=1.24(P=0.22)
1.23.2 Medium term
A -Penn 2009 32 29.4 (6) 33 28.6 (6.2) . 100% 0.8[-2.17,3.77]
Subtotal *** 32 33 ‘ 100% 0.8[-2.17,3.77]
Heterogeneity: Not applicable
Test for overall effect: Z=0.53(P=0.6)
1.23.3 Long term
A -Penn 2009 32 29.3(7.6) 33 27.6 (6.7) . 100% 1.7[-1.79,5.19]
Subtotal *** 32 33 b 100% 1.7[-1.79,5.19]
Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.96(P=0.34) ‘ ‘ ‘ ‘
FAVOURS OTHER PSYCHOSOCIAL ~ -40 -20 0 20 40 CBT
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Analysis 1.24. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 24 Mental
state: 9b. Specific - self esteem (average endpoint score RSES, high = good) - short term, skewed data.

Mental state: 9b. Specific - self esteem (average endpoint score RSES, high = good) - short term, skewed data

Study Intervention Mean SD N Notes
A - Lecomte 2008 CBT 15.4 20.66 35 No difference between
groups
A - Lecomte 2008 Other treatments 17.1 22.56 33

Analysis 1.25. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 25
Mental state: 10. Specific - self stigma (average endpoint score SSMI, high = poor) - short term.

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
A-Li2015b 47 30.1(7.9) 48 38.8(8.2) —_— 0% -8.64[-11.86,-5.42]
CBT 20 -10 0 10 20 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.26. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 26 Mental
state: 11a. Specific - anxiety (average endpoint score BAIl, high = poor) - long term, skewed data.

Mental state: 11a. Specific - anxiety (average endpoint score BAI, high = poor) - long term, skewed data
Study Intervention Mean SD N Notes

A- Garety 2008 CBT 15.82 14.67 22 Did not report whether
there is a significant sta-
tistical difference

A - Garety 2008 Other treatments 16.41 12.79 18

A-Granholm 2013 CBT 115 10.1 25 Reported as no differ-
ence

A-Granholm 2013 Other treatments 10.4 11.0 29

Analysis 1.27. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 27
Mental state: 11b. Specific - anxiety (average endpoint score HAMA, high = poor) - short term.

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI| Fixed, 95% Cl
A- Jiang 2010 33 9.5(2.8) 2 15382 —— 100% -5.78[-8.79,2.77]
Total *** 33 32 —~l— 100% -5.78[-8.79,-2.77]
Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=3.77(P=0)
CBT 5 25 0 25 5 FAVOURS OTHER PSYCHOSOCIAL
Cognitive behavioural therapy plus standard care versus standard care plus other psychosocial treatments for people with schizophrenia 148

(Review)
Copyright © 2019 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Analysis 1.28. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 28
Mental state: 11c. Specific - anxiety (average endpoint score SARS, high = poor) - short term.

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
A-Li2015b 47 532 (4.1) 48 56.1(4.1) - 100% -2.89[-4.53,-1.25]
Total *** 47 48 . 100% -2.89[-4.53,-1.25]

Heterogeneity: Not applicable
Test for overall effect: Z=3.44(P=0)

CBT 5 25 0 25 5 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.29. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 29 Mental
state: 12b. Specific - clinically important change - Obessive Compulsive Disorder (no improvement).

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

1.29.1 Short term
A- Jiang 2010 5/33 17/32 F 100% 0.29[0.12,0.68]
Subtotal (95% CI) 33 32 H— 100% 0.29[0.12,0.68]
Total events: 5 (CBT), 17 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable

Test for overall effect: Z=2.82(P=0)

CBT 05 07 1 15 2 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.30. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 30 Mental state:
12a. Specific - Obsessive Compulsive Disorder (average endpoint score Y-BOCS, high = poor) - short term.

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI| Fixed, 95% Cl
A- Jiang 2010 33 7.3(2.9) 32 20.9 (4.7) . 100% -13.55[-15.43,-11.67]
Total *** 33 32 ¢ 100% -13.55[-15.43,-11.67]

Heterogeneity: Not applicable
Test for overall effect: Z=14.09(P<0.0001)

CBT 20 -10 0 0 20 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.31. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 31
Mental state: 13. Specific - anger/aggression (average endpoint score NAS, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% ClI
1.31.1 Short term ‘
NA - Haddock 2009 38 84.5(14.4) 39 82.4(20.1) . 100% 2.1[-5.7,9.9]
CBT -100 -50 0 50 100 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Subtotal *** 38 39 P 100% 2.1[-5.7,9.9]

Heterogeneity: Not applicable
Test for overall effect: Z=0.53(P=0.6)

1.31.2 Long term

NA - Haddock 2009 38 83.4(14.8) 39 84.4(22.6) B 100% -1.05[-9.56,7.46]
Subtotal *** 38 39 & 100% -1.05[-9.56,7.46]
Heterogeneity: Not applicable
Test for overall effect: Z=0.24(P=0.81)

CBT -100 -50 0 50 100 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.32. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 32 Mental state:
14, Specific - problem behaviours (average endpoint score various scales, high = poor) - skewed data.

Mental state: 14. Specific - problem behaviours (average endpoint score various scales, high = poor) - skewed data

Study Intervention Mean SD N Notes
Novaco Provocation Inventory - short term
NA - Haddock 2009 CBT 4.03 4.19 38 Reported as no differ-
ence
NA - Haddock 2009 Other treatment 6.36 6.79 39
Novaco Provocation Inventory - long term
NA - Haddock 2009 CBT 4.2 4.65 38 Reported as no differ-
ence
NA - Haddock 2009 Other treatment 6.3 8.0 39
Ward Anger Rating Scale - long term
NA - Haddock 2009 CBT 4.2 4.65 38 Reported as no differ-
ence
NA - Haddock 2009 Other treatment 6.3 8.0 39
Ward Anger Rating Scale - short term
NA - Haddock 2009 CBT 4.03 4.19 38 Reported as no differ-
ence
NA - Haddock 2009 Other treatment 6.36 6.79 39
HCR-20 risk management - long term
NA - Haddock 2009 CBT 4.0 3.96 38 Reported as no differ-
ence
NA - Haddock 2009 Other treatment 4.23 2.83 39

Analysis 1.33. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 33 Mental
state: 15. Specific - thought disturbances (average endpoint score PANSS subscale, high = poor).

Mental state: 15. Specific - thought disturbances (average endpoint score PANSS subscale, high = poor)

Study Intervention Mean SD N Notes
A- Levine 1998 CBT 3.5 3.3 6 Reported as no differ-
ence
A- Levine 1998 Other treatment 7.8 2.1 6
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Analysis 1.34. Comparison 1 CBT versus OTHER PSYCHOSOCIAL
THERAPIES, Outcome 34 Adverse effect/event(s): 1. Number of events.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.34.1 Short term
A-Ma2012 45/60 33/60 B 100% 1.36(1.04,1.79]
Subtotal (95% Cl) 60 60 —~— 100% 1.36[1.04,1.79]

Total events: 45 (CBT), 33 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable
Test for overall effect: Z=2.24(P=0.03)

1.34.2 Long term

A-Klingberg 2012 89/99 94/99 . 100% 0.95[0.87,1.03]
Subtotal (95% Cl) 929 929 d 100% 0.95[0.87,1.03]
Total events: 89 (CBT), 94 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable
Test for overall effect: Z=1.34(P=0.18)
Test for subgroup differences: Chi*=6.38, df=1 (P=0.01), 1’=84.32% ‘ ‘ ‘ ‘

CBT 05 07 1 152 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.35. Comparison 1 CBT versus OTHER PSYCHOSOCIAL
THERAPIES, Outcome 35 Adverse effect/event(s): 2. Death - any cause.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
A - Durham 2003 0/22 1/23 —_— 20.93% 0.35[0.01,8.11]
A-Klingberg 2012 1/99 0/99 — Tt 7.13% 3[0.12,72.76]
A-Tarrier 1999 1/33 1/26 — ¢ 15.95% 0.79[0.05,12.01]
NA - Jackson 2008 2/31 0/31 — T 7.13% 5[0.25,100.08]
NA - Lewis 2002 4/101 3/106 —— 41.74% 1.4[0.32,6.1]
NA - O'Donnell 2003 1/28 0/28 e e e— 7.13% 3[0.13,70.64]
Total (95% CI) 314 313 - 100% 1.57[0.62,3.98]
Total events: 9 (CBT), 5 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi?=2.04, df=5(P=0.84); 1>=0%
Test for overall effect: Z=0.94(P=0.35)

CBT 0.001 0.1 1 10 1000 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.36. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 36
Functioning: 1a. Social functioning (average endpoint score various scales, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI| Fixed, 95% Cl

1.36.1 Social Functioning Scale - short term ‘

A-Penn 2009 32 129.6 (21.1) 33 124.2 (22.4) —~.— 100% 5.4[-5.18,15.98]

Subtotal *** 32 33 ’ 100% 5.4[-5.18,15.98]

FAVOURS OTHER PSYCHOSOCIAL -50 25 0 25 50 CBT
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

Heterogeneity: Not applicable
Test for overall effect: Z=1(P=0.32)

1.36.2 Social Functioning Scale - medium term
A-Penn 2009 32 129105 33 121.9(233) e 100% 7.2[-3.46,17.86]
Subtotal *** 32 33 - 100% 7.2[-3.46,17.86]
Heterogeneity: Not applicable

Test for overall effect: Z=1.32(P=0.19)

1.36.3 Social Functioning Scale - long term
A-Penn 2009 32 1285085 33 1197(242) e 100% 8.8[-4.07,21.67]
Subtotal *** 32 33 e 100% 8.8[-4.07,21.67]
Heterogeneity: Not applicable

Test for overall effect: Z=1.34(P=0.18)

1.36.4 Personal and Social Performance Scale - short term

A-Li2014 84 67 (11) 81 63.7 (13.6) . 100% 3.28[-0.5,7.06]
Subtotal *** 84 81 L 4 100% 3.28[-0.5,7.06]
Heterogeneity: Not applicable
Test for overall effect: Z=1.7(P=0.09)
1.36.5 Personal and Social Performance Scale - medium term
A-Li2014 82 70.4 (13.6) 80 63.6 (15.8) . 100% 6.72[2.18,11.26]
Subtotal *** 82 80 <& 100% 6.72[2.18,11.26]
Heterogeneity: Not applicable
Test for overall effect: Z=2.9(P=0)
1.36.6 Personal and Social Performance Scale - long term
A-Li2014 84 73.7 (14.6) 84 64.3 (16.4) . 100% 9.35[4.66,14.04]
Subtotal *** 84 84 <& 100% 9.35[4.66,14.04]
Heterogeneity: Not applicable
Test for overall effect: Z=3.91(P<0.0001)
1.36.7 Maryland Assessment of Social Competence - medium term
A-Granholm 2014 35 3.8(0.9) 42 3.4(1.1) . 100% 0.4[-0.05,0.85]
Subtotal *** 35 42 100% 0.4[-0.05,0.85]
Heterogeneity: Not applicable
Test for overall effect: Z=1.75(P=0.08) ‘ ‘ ‘ ‘

FAVOURS OTHER PSYCHOSOCIAL -50 25 0 25 50 CBT

Analysis 1.37. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome
37 Functioning: 1b. Social functioning (average endpoint score SOFAS, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

1.37.1 Short term ‘

NA - Jackson 2008 31 62.7(13.8) 31 57.6(11.4) . 100% 5.09[-1.21,11.39]

Subtotal *** 31 31 P 100% 5.09[-1.21,11.39]

FAVOURS OTHER PSYCHOSOCIAL S50 25 0 25 50 CBT
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Heterogeneity: Not applicable ‘
Test for overall effect: Z=1.58(P=0.11) ‘
1.37.2 Long term
A - Garety 2008 22 59.7 (14.5) 19 58.4(20.3) —+— 32.27% 1.36[-9.59,12.31]
NA - Jackson 2008 31 64.2 (15.2) 31 62.9 (15.2) ‘-' 67.73% 1.3[-6.26,8.86]
Subtotal *** 53 50 2 100% 1.32[-4.9,7.54]
Heterogeneity: Tau?=0; Chi*=0, df=1(P=0.99); 1>=0% ‘
Test for overall effect: Z=0.42(P=0.68) ‘
Test for subgroup differences: Chi*=0.7, df=1 (P=0.4), 1>=0% ‘ ‘ ‘ ‘ ‘
FAVOURS OTHER PSYCHOSOCIAL 50 250 25 50 CBT

Analysis 1.38. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 38
Functioning: 2a. Cognitive functioning - insight (average endpoint score various scales, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.38.1 Schedule for Assessment of Insight - short term
A-Li2014 84 9.8(3.7) 81 8.9 (4) -—.— 100% 0.91[-0.27,2.09]
Subtotal *** 84 81 e 100% 0.91[-0.27,2.09]
Heterogeneity: Not applicable
Test for overall effect: Z=1.51(P=0.13)
1.38.2 Schedule for A 1ent of Insight - medium term
A-Li2014 82 10.1(3.7) 80 8.8 (4) —.— 100% 1.27[0.09,2.45]
Subtotal *** 82 80 P 100% 1.27[0.09,2.45]
Heterogeneity: Not applicable
Test for overall effect: Z=2.1(P=0.04)
1.38.3 Schedule for A 1ent of Insight - long term
A-Li2014 84 10.4 (3.7) 84 8.8 (4.1) —B— 73.08% 1.55[0.38,2.72]
NA - O'Donnell 2003 26 9.9 (4.1) 24 10.4(2.8) e m— 26.92% -0.5[-2.43,1.43]
Subtotal *** 110 108 N 100% 1[-0.01,2]
Heterogeneity: Tau?=0; Chi*=3.16, df=1(P=0.08); 1°=68.31%
Test for overall effect: Z=1.95(P=0.05)
1.38.4 The Insight Scale - short term
A - Lecomte 2008 35 17.6 (3.2) 33 18.2(3.4) —.‘— 100% -0.6[-2.17,0.97]
Subtotal *** 35 33 ‘ 100% -0.6[-2.17,0.97]
Heterogeneity: Not applicable
Test for overall effect: Z=0.75(P=0.45)
Test for subgroup differences: Chi?=3.85, df=1 (P=0.28), 1>=22.06%
FAVOURS OTHER PSYCHOSOCIAL 25 0 25 5 CBT
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Analysis 1.39. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 39 Functioning:
2b. Cognitive functioning - insight (average endpoint score BCIS / SAl, high = good) - skewed data.

Functioning: 2b. Cognitive functioning - insight (average endpoint score BCIS / SAl, high = good) - skewed data

Study Intervention Mean SD N Notes
Short term
A - Penn 2009 CBT 6.7 6.3 32 Reported as no differ-
ence
A-Penn 2009 Other treatment 6.0 5.8 33
NA - Kemp 1998 CBT 63 23.6 39 Reported as in favour of
CBT group
NA - Kemp 1998 Other treatment 40.6 31.2 35
Medium term
A - Penn 2009 CBT 4.2 6.6 32 Reported as no differ-
ence
A-Penn 2009 Other treatment 4.7 5.4 33
Long term
A - Penn 2009 CBT 4.4 5.6 32 Reported as no differ-
ence
A -Penn 2009 Other treatment 3.7 4.4 33
NA - Kemp 1998 CBT 70.7 24.4 16 Reported as in favour of
CBT group
NA - Kemp 1998 Other treatment 55.3 42.5 15

Analysis 1.40. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 40 Functioning:
3. Life skills - skills acquisition - (average endpoint score CMT, high = good) - skewed data.

Functioning: 3. Life skills - skills acquisition - (average endpoint score CMT, high = good) - skewed data

Study Intervention Mean SD N Notes
Short term
A - Granholm 2013 CBT 8.6 5.6 30 Reported as in favour of
CBT group
A - Granholm 2013 Other treatment 6.2 5.1 30
A - Granholm 2014 CBT 8.1 4.4 42 Reported as in favour of
CBT group
A - Granholm 2014 Other treatment 5.8 4.0 52
Medium term
A - Granholm 2013 CBT 12.0 7.1 26 Reported as in favour of
CBT group
A - Granholm 2013 Other treatment 55 4.1 32
A - Granholm 2014 CBT 10.4 5.7 36 Reported as in favour of
CBT group
A-Granholm 2014 Other treatment 6.5 3.9 44
Long term
A-Granholm 2013 CBT 11.2 7.2 24 Reported as in favour of
CBT group
A - Granholm 2013 Other treatment 5.8 3.8 28

Analysis 1.41. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome
41 Quality of life: 1a. General (average endpoint score various scales, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

1.41.1 LSl - short term

FAVOURS OTHER PSYCHOSOCIAL -100 -50 0 50 100 CBT
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
A-Granholm 2013 30 9.7(3.9) 30 9.4(4.2) i 35.1% 0.3[-1.75,2.35]
Subtotal *** 30 30 35.1% 0.3[-1.75,2.35]
Heterogeneity: Not applicable
Test for overall effect: Z=0.29(P=0.77)
1.41.2 LSI - medium term
A - Granholm 2013 26 10.8 (4.1) 32 10.2 (4.4) L | 30.71% 0.6[-1.59,2.79]
Subtotal *** 26 32 30.71% 0.6[-1.59,2.79]
Heterogeneity: Not applicable
Test for overall effect: Z=0.54(P=0.59)
1.41.3 LSl - long term
A - Granholm 2013 23 12.1(4.2) 28 10.4 (3.7) F 30.6% 1.7[-0.5,3.9]
Subtotal *** 23 28 b 30.6% 1.7[-0.5,3.9]
Heterogeneity: Not applicable ‘
Test for overall effect: Z=1.52(P=0.13)
1.41.4 EuroQOL - long term ‘
A - Garety 2008 21 52.5(22.8) 16 54.4(29.3) + 0.49% -1.86[-19.2,15.48]
Subtotal *** 21 16 ‘ 0.49% -1.86[-19.2,15.48]
Heterogeneity: Not applicable
Test for overall effect: Z=0.21(P=0.83)
1.41.5 The Quality of Life Scale - long term
NA - O'Donnell 2003 26 71.8(21) 24 75.2(25) —— 0.89% -3.4[-16.25,9.45]
Subtotal *** 26 24 <& 0.89% -3.4[-16.25,9.45]
Heterogeneity: Not applicable
Test for overall effect: Z=0.52(P=0.6)
1.41.6 MSQol - short term
A - Bechdolf 2004 28 52.8(22.7) 35 54.6 (25.7) —= 1.03% -1.8[-13.77,10.17]
Subtotal *** 28 35 L 4 1.03% -1.8[-13.77,10.17]
Heterogeneity: Not applicable
Test for overall effect: Z=0.29(P=0.77)
1.41.7 MSQoL - medium term
A - Bechdolf 2004 26 60.9 (21.2) 38 65.4 (24) — 1.18% -4.5[-15.66,6.66]
Subtotal *** 26 38 & 1.18% -4,5[-15.66,6.66]
Heterogeneity: Not applicable
Test for overall effect: Z=0.79(P=0.43)
Total *** 180 203 100% 0.7[-0.52,1.91]
Heterogeneity: Tau?=0; Chi?=2.43, df=6(P=0.88); 1>=0%
Test for overall effect: Z=1.13(P=0.26)
Test for subgroup differences: Chi*=2.43, df=1 (P=0.88), 1>=0% ‘ ‘ ‘ ‘
FAVOURS OTHER PSYCHOSOCIAL -100  -50 0 50 100 CBT
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Analysis 1.42. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome
42 Quality of life: 2a. Specific (average endpoint score MSQOL, high = good) - short term.

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.42.1 Physcial health ‘
A - Bechdolf 2004 28 64.6 (19.7) 35 62.4 (20.7) . 100% 2.2[-7.81,12.21]
Subtotal *** 28 35 ‘ 100% 2.2[-7.81,12.21]
Heterogeneity: Not applicable
Test for overall effect: Z=0.43(P=0.67)
1.42.2 Vitality
A - Bechdolf 2004 28 57.2(19.5) 35 56.9 (21.3) . 100% 0.3[-9.8,10.4]
Subtotal *** 28 35 ‘ 100% 0.3[-9.8,10.4]
Heterogeneity: Not applicable
Test for overall effect: Z=0.06(P=0.95)
1.42.3 Psychosocial
A - Bechdolf 2004 28 51.3(21.3) 35 50.7 (22.5) . 100% 0.6[-10.25,11.45]
Subtotal *** 28 35 ‘ 100% 0.6[-10.25,11.45]
Heterogeneity: Not applicable
Test for overall effect: Z=0.11(P=0.91)
1.42.4 Material
A - Bechdolf 2004 28 64.4(20.7) 35 60.7 (21.6) . 100% 3.7(-6.79,14.19]
Subtotal *** 28 35 ‘ 100% 3.7[-6.79,14.19]
Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.69(P=0.49)
1.42.5 Spare time
A - Bechdolf 2004 28 44.3(24.6) 35 43.6 (29.8) -.' 100% 0.7[-12.73,14.13]
Subtotal *** 28 35 ‘ 100% 0.7[-12.73,14.13]
Heterogeneity: Not applicable
Test for overall effect: Z=0.1(P=0.92)
1.42.6 Affective
A - Bechdolf 2004 28 56 (19.9) 35 61.9 (20) . 100% -5.9[-15.81,4.01]
Subtotal *** 28 35 ‘ 100% -5.9[-15.81,4.01]
Heterogeneity: Not applicable
Test for overall effect: Z=1.17(P=0.24) ‘ ‘ ‘ ‘
FAVOURS OTHER PSYCHOSOCIAL ~ -100 -50 0 50 100 cBT

Analysis 1.43. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 43
Quality of life: 2b. Specific (average endpoint score MSQOL, high = good) - medium term.

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

1.43.1 Physical health ‘

A - Bechdolf 2004 26 64.9 (21.5) 38 69.9 (22.5) . 100% -5[-15.93,5.93]

Subtotal *** 26 38 * 100% -5[-15.93,5.93]

FAVOURS OTHER PSYCHOSOCIAL ~ -100 -50 0 50 100 BT
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Heterogeneity: Not applicable
Test for overall effect: Z=0.9(P=0.37)
1.43.2 Vitality
A - Bechdolf 2004 26 59.9 (19.5) 38 67.1(20.9) . 100% -7.2[-17.22,2.82]
Subtotal *** 26 38 L 2 100% -7.2[-17.22,2.82]
Heterogeneity: Not applicable
Test for overall effect: Z=1.41(P=0.16)
1.43.3 Psychosocial
A - Bechdolf 2004 26 54.6 (17.5) 38 61.7 (20.3) - 100% -7.1[-16.42,2.22]
Subtotal *** 26 38 <& 100% -7.1[-16.42,2.22]
Heterogeneity: Not applicable
Test for overall effect: Z=1.49(P=0.14)
1.43.4 Material
A-Bechdolf 2004 26 497(262) 38 53.1(29) B 100% -3.4[-17.05,10.25]
Subtotal *** 26 38 ‘ 100% -3.4[-17.05,10.25]
Heterogeneity: Not applicable
Test for overall effect: Z=0.49(P=0.63)
1.43.5 Spare time
A - Bechdolf 2004 26 70.3(18.5) 38 64.6 (23.9) . 100% 5.7(-4.71,16.11]
Subtotal *** 26 38 b 100% 5.7[-4.71,16.11]
Heterogeneity: Not applicable
Test for overall effect: Z=1.07(P=0.28)
1.43.6 Affective
A - Bechdolf 2004 26 60.8(18.1) 38 67 (20.6) . 100% -6.2[-15.76,3.36]
Subtotal *** 26 38 ‘ 100% -6.2[-15.76,3.36]
Heterogeneity: Not applicable
Test for overall effect: Z=1.27(P=0.2) ‘ ‘ ‘ ‘
FAVOURS OTHER PSYCHOSOCIAL ~ -100 -50 0 50 100 BT

Analysis 1.44. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES,
Outcome 44 Satisfaction with treatment: 1. Leaving the study early.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
A - Bechdolf 2004 9/40 8/48 } 2.46% 1.35[0.57,3.17]
A- Cather 2005 1/15 113 4 . > 0.36% 0.87[0.06,12.52]
A - Durham 2003 1/22 423 4 1.32% 0.26[0.03,2.16]
A - Garety 2008 5/27 7728 4 2.32% 0.74[0.27,2.05]
A- Granholm 2013 10/41 5/38 > 1.75% 1.85[0.7,4.93]
A - Granholm 2014 48/73 44/76 —T—— 14.58% 1.14[0.88,1.46]
A-Haddock 1999 1/10 o1 4 > 0.16% 3.27[0.15,72.23]
A- Jiang 2010 2/35 335 4 ' > 1.01% 0.67[0.12,3.75]
A-Klingberg 2012 9/99 20/99 4—+—m— 6.76% 0.45[0.22,0.94]
CBT 05 07 1 15 2 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
A - Lecomte 2008 13/48 37/54 ‘7 11.77% 0.4[0.24,0.65]
A-Li2014 11/96 14/96 4 4.73% 0.79[0.38,1.64]
A-Li2015 2/50 14100 4 3.16% 0.29[0.07,1.21]
A-Li2015b 3/50 250 4 » ) 0.68% 1.5[0.26,8.6]
A-Ma2012 15/100 17/100 5.75% 0.88[0.47,1.67]
A-Penn 2009 10/32 4/33 > 1.33% 2.58[0.9,7.39]
A-Pinto 1999 1/20 321 4 ) 0.99% 0.35[0.04,3.09]
A-Tarrier 1999 9/33 5/26 ; 1.89% 1.42[0.54,3.72]
A-Velligan 2014 13/37 13/33 4.65% 0.89[0.49,1.64]
A - Wittorf 2010 16/34 17/33 — 5.83% 0.91[0.56,1.49]
NA - Drury 2000 13/30 15/32 4.91% 0.92[0.53,1.6]
NA - Jackson 2008 4/31 7/31 4 + 2.37% 0.57[0.19,1.76]
NA - Kemp 1998 11/39 15/35 4 + 5.35% 0.66[0.35,1.24]
NA - Lewis 2002 26/101 27/106 ——— 8.91% 1.01[0.64,1.61]
NA - O'Donnell 2003 2/28 4/28 4 + 1.35% 0.5[0.1,2.51]
NA - Sensky 2000 9/46 6/44 ; 2.07% 1.43[0.56,3.7]
NA - Valmaggia 2005 11/36 9/26 + 3.53% 0.88[0.43,1.82]
Total (95% CI) 1173 1219 - 100% 0.86[0.75,0.99]
Total events: 255 (CBT), 301 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=34.37, df=25(P=0.1); 1>=27.27%
Test for overall effect: Z=2.09(P=0.04) ‘ ‘ ‘ ‘

CBT 05 07 1 15 2 FAVOURS OTHER PSYCHOSOCIAL

Analysis 1.45. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 45
Engagement with services: 1. Compliance with medication - favourable compliance - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
A-Klingberg 2012 90/99 81/99 . 55.29% 1.11[0.99,1.24]
NA-Li 2015 46/50 50/50 - 34.47% 0.92[0.84,1.01]
NA - O'Donnell 2003 12/28 15/28 e s 10.24% 0.8[0.46,1.39]
Total (95% Cl) 177 177 2 2 100% 1.01[0.93,1.11]

Total events: 148 (CBT), 146 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=7.72, df=2(P=0.02); 1>=74.08%
Test for overall effect: Z=0.31(P=0.76)

FAVOURS OTHER PSYCHOSOCIAL 0507 1 15 2 CBT
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Analysis 1.46. Comparison 1 CBT versus OTHER PSYCHOSOCIAL THERAPIES, Outcome 46 Engagement
with services: 2. Attitude to medication (average endpoint score, various scales, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.46.1 Attitude to Medication Questionnaire - short term ‘
NA - Kemp 1998 39 19.4(3.7) 35 14.9 (6.1) . 100% 4.5[2.17,6.83]
Subtotal *** 39 35 ¢ 100% 4.5[2.17,6.83]

Heterogeneity: Not applicable
Test for overall effect: Z=3.78(P=0)

1.46.2 Drug Attitude Inventory - short term
NA - Kemp 1998 35 50.1(6.3) 28 44.4(8.1) . 100% 5.7[2.05,9.35]
Subtotal *** 35 28 ¢ 100% 5.7[2.05,9.35]
Heterogeneity: Not applicable

Test for overall effect: Z=3.06(P=0)

1.46.3 Drug Attitude Inventory - long term

NA - 0'Donnell 2003 26 51.3(8.2) 24 53.4(6.2) . 100% -2.1[-6.11,1.91]
Subtotal *** 26 24 # 100% -2.1[-6.11,1.91]
Heterogeneity: Not applicable ‘
Test for overall effect: Z=1.03(P=0.3) ‘
FAVOURS OTHER PSYCHOSOCIAL 50 -25 0 25 50 CBT
Comparison 2. SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES
Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1 Global state: 1. Relapse 4 Risk Ratio (M-H, Fixed, 95% CI)  Subtotals only
1.1 Medium term 1 88 Risk Ratio (M-H, Fixed, 95% CI)  0.98 [0.54, 1.78]
1.2 Long term 3 120 Risk Ratio (M-H, Fixed, 95% Cl)  1.02[0.58, 1.78]
2 Global state: 2. Rehospitalisation 4 Risk Ratio (M-H, Fixed, 95% CI)  Subtotals only
2.1Llongterm 4 527 Risk Ratio (M-H, Fixed, 95% CI)  0.87[0.71, 1.06]
3 Mental state: 1. General - clinical- 4 Risk Ratio (M-H, Fixed, 95% CI)  Subtotals only
ly important change (no improve-
ment)
3.1 Medium term 2 133 Risk Ratio (M-H, Fixed,95% CI)  1.02[0.91, 1.14]
3.2 Long term 3 158 Risk Ratio (M-H, Fixed, 95% Cl)  0.96 [0.77, 1.21]
4 Mental state: 3a. Specific - positive 7 Mean Difference (IV, Fixed, 95%  Subtotals only
symptoms (average endpoint score Cl)
PANSS, high = poor)
4.1 Short term 6 499 Mean Difference (IV, Fixed, 95%  -0.25 [-1.09, 0.60]
Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

4.2 Medium term 5 439 Mean Difference (IV, Fixed, 95%  -1.29 [-2.21,-0.36]
Cl)

4.3 Longterm 5 371 Mean Difference (IV, Fixed, 95%  -2.10 [-3.15,-1.05]
Cl)

5 Mental state: 4a. Specific - hallu- 1 Mean Difference (Fixed, 95% Subtotals only

cinations (average endpoint score Cl)

PSRS, high = poor)

5.1 Longterm 1 Mean Difference (Fixed, 95% 0.0[-4.76,4.76]
cl

6 Mental state: 6a. Specific - nega- 5 Mean Difference (IV, Fixed, 95%  Subtotals only

tive symptoms (average endpoint Cl)

score PANSS subscale, high = poor)

6.1 Short term 4 346 Mean Difference (1V, Fixed, 95%  -0.08 [-1.04, 0.89]
Cl)

6.2 Medium term 3 301 Mean Difference (IV, Fixed, 95% -0.80[-1.92, 0.31]
Cl)

6.3 Long term 4 317 Mean Difference (IV, Fixed, 95%  -1.34[-2.57,-0.11]
cl

7 Mental state: 7a. Specific - affec- 4 Mean Difference (IV, Fixed, 95%  Subtotals only

tive symptoms (average endpoint Cl)

score PANSS subscale, high = poor)

7.1 Short term 3 165 Mean Difference (IV, Fixed, 95% -4.90 [-6.69, -3.11]
cl

7.2 Medium term 2 136 Mean Difference (IV, Fixed, 95%  -1.68 [-4.04, 0.69]
Cl)

7.3 Long term 3 148 Mean Difference (1V, Fixed, 95%  -1.61[-3.65, 0.44]
Cl)

8 Adverse effect/event(s): 2. Death - 3 302 Risk Ratio (M-H, Fixed, 95% Cl)  0.94[0.19, 4.56]

any cause

9 Functioning: 1b. Social function- 1 Mean Difference (IV, Fixed, 95%  Subtotals only

ing (average endpoint score SOFAS, Cl)

high = good)

9.1 Long term 1 41 Mean Difference (IV, Fixed, 95%  1.36 [-9.59, 12.31]
Cl)

10 Functioning: 2a. Cognitive func- 1 Mean Difference (IV, Fixed, 95%  Subtotals only

tioning - insight (average endpoint Cl)

score various scales, high = good)

10.1 Schedule for assessment of in- 1 168 Mean Difference (IV, Fixed, 95%  1.55[0.38, 2.72]

sight - long term

Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

11 Satisfaction with treatment: 1. 19 1779 Risk Ratio (M-H, Fixed, 95% CI)  0.85[0.72, 1.01]

Leaving the study early - for any rea-

son

12 Engagement with services: 1. 1 198 Risk Ratio (M-H, Fixed, 95% CI)  1.11[0.99, 1.24]

Compliance with medication -
favourable compliance - long term

Analysis 2.1. Comparison 2 SUBGROUP 1: CBT versus ACTIVE
PSYCHOSOCIAL THERAPIES, Outcome 1 Global state: 1. Relapse.

Weight Risk Ratio

M-H, Fixed, 95% CI

Study or subgroup CBT ACTIVE PSY- Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI
2.1.1 Medium term ‘
A-Bechdolf 2004 13/40 16/48 B
Subtotal (95% CI) 40 a8 <

Total events: 13 (CBT), 16 (ACTIVE PSYCHOSOCIAL)
Heterogeneity: Not applicable
Test for overall effect: Z=0.08(P=0.93)

2.1.2 Long term

A - Garety 2008 7/27 5/28
A -Haddock 1999 4/10 8/11
A-Tarrier 1999 6/23 4/21
Subtotal (95% Cl) 60 60

Total events: 17 (CBT), 17 (ACTIVE PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=2.8, df=2(P=0.25); 1>=28.58%
Test for overall effect: Z=0.07(P=0.94)

100% 0.98[0.54,1.78]
100% 0.98[0.54,1.78]
29.38% 1.45[0.52,4.02]
45.6% 0.55[0.24,1.28]
25.03% 1.37[0.45,4.19]
100% 1.02[0.58,1.78]

CBT  0.005 0.1

10

200 ACTIVE PSYCHOSOCIAL

Analysis 2.2. Comparison 2 SUBGROUP 1: CBT versus ACTIVE
PSYCHOSOCIAL THERAPIES, Outcome 2 Global state: 2. Rehospitalisation.

Weight Risk Ratio

M-H, Fixed, 95% CI

Study or subgroup CBT OTHER PSY- Risk Ratio
CHOSOCIAL

n/N n/N M-H, Fixed, 95% CI
2.2.1Llong term ‘
A- Bechdolf 2004 30/40 37/48 =
A - Buchkremer 1997 23/67 56/124 ‘l+
A-Klingberg 2012 28/95 31/88 -IL
A -Penn 2009 4/32 3/33 I —
Subtotal (95% Cl) 234 293 ¢

Total events: 85 (CBT), 127 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=1.81, df=3(P=0.61); 1>=0%
Test for overall effect: Z=1.4(P=0.16)

31.13% 0.97[0.77,1.23]
36.36% 0.76[0.52,1.12]
29.78% 0.84[0.55,1.27]
2.73% 1.38[0.33,5.66]
100% 0.87[0.71,1.06]

CBT 0.005 0.1

10

200

FAVOURS OTHER PSYCHOSOCIAL
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Analysis 2.3. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES,
Outcome 3 Mental state: 1. General - clinically important change (no improvement).

Study or subgroup CBT ACTIVE PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.3.1 Medium term ‘
A - Bechdolf 2004 38/40 43/48 - 66.66% 1.06[0.94,1.2]
A - Durham 2003 18/22 20/23 —+ 33.34% 0.94[0.73,1.21]
Subtotal (95% Cl) 62 71 # 100% 1.02[0.91,1.14]
Total events: 56 (CBT), 63 (ACTIVE PSYCHOSOCIAL) ‘
Heterogeneity: Tau?=0; Chi*=0.79, df=1(P=0.37); 1>=0% ‘
Test for overall effect: Z=0.35(P=0.73) ‘
2.3.2 Long term
A - Durham 2003 15/22 17/23 + 34.55% 0.92[0.63,1.34]
A - Garety 2008 9/27 8/27 I a— 16.63% 1.13[0.51,2.48]
A-Tarrier 1999 25/33 21/26 —-— 48.82% 0.94[0.72,1.23]
Subtotal (95% Cl) 82 76 ‘ 100% 0.96[0.77,1.21]
Total events: 49 (CBT), 46 (ACTIVE PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.24, df=2(P=0.89); 1>=0%
Test for overall effect: Z=0.31(P=0.75) ‘ ‘ ‘ ‘ ‘ ‘
CcBT 01 02 0.5 1 2 5 10 ACTIVE PSYCHOSOCIAL

Analysis 2.4. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES, Outcome
4 Mental state: 3a. Specific - positive symptoms (average endpoint score PANSS, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
2.4.1 Short term
A - Bechdolf 2004 40 11.3(4.2) 48 11.4 (4.5) —_— 21.68% -0.1[-1.92,1.72]
A - Cather 2005 15 10.9 (2.6) 13 11.1(3.7) . E— 12.44% -0.15[-2.55,2.25]
A - Granholm 2013 29 17.4(6.4) 30 16.6 (5.7) — Tt 7.5% 0.8[-2.3,3.9]
A - Granholm 2014 42 19.4(5.2) 52 19.8 (6) —— 14% -0.4[-2.67,1.87]
A-Li2014 84 15.2(5.8) 81 15(5.1) — 25.94% 0.19[-1.47,1.85]
A -Penn 2009 32 14.5(3.7) 33 15.9 (4.4) . 18.44% -1.4[-3.37,0.57]
Subtotal *** 242 257 L 2 100% -0.25[-1.09,0.6]
Heterogeneity: Tau?=0; Chi*=2.06, df=5(P=0.84); 1>=0%
Test for overall effect: Z=0.57(P=0.57)
2.4.2 Medium term
A - Bechdolf 2004 31 11.6 (4.3) 40 11.4 (4.8) e 19.01% 0.2[-1.92,2.32]
A - Granholm 2013 26 15.5(5.8) 32 16.1(5.3) I — 10.26% -0.6[-3.49,2.29]
A - Granholm 2014 36 16.6 (4.1) 45 18.7 (5.8) e — 18.35% -2.1[-4.26,0.06]
A-Li2014 84 14.2 (5.8) 80 15.4 (5.3) —— 29.76% -1.2[-2.9,0.5]
A -Penn 2009 32 14.2 (4) 33 16.5 (4) — 22.63% -2.3[-4.25,-0.35]
Subtotal *** 209 230 2 100% -1.29[-2.21,-0.36]
Heterogeneity: Tau?=0; Chi?=3.7, df=4(P=0.45); 1>=0%
Test for overall effect: Z=2.73(P=0.01)
CBT 525 0 2.5 5 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.4.3 Long term

A - Bechdolf 2004 16 13.6 (5.6) 25 13.5 (6.6) — 7.7% 0.1[-3.67,3.87]
A - Garety 2008 22 14.2 (6.4) 21 16.5 (6.9) S S— — 6.89% -2.29[-6.28,1.7]
A-Granholm 2013 25 15.7 (5.5) 29 18.5(8.1) . —— 8.21% -2.8[-6.45,0.85]
A-Li2014 84 13.2(5.4) 84 15.3 (5.7) —— 39.4% -2.16[-3.83,-0.49]
A -Penn 2009 32 13.6 (3.4) 33 15.9 (3.6) —— 37.8% -2.3[-4,-0.6]
Subtotal *** 179 192 . 100% -2.1[-3.15,-1.05]

Heterogeneity: Tau?=0; Chi*=1.52, df=4(P=0.82); 1>=0%
Test for overall effect: Z=3.93(P<0.0001)
Test for subgroup differences: Chi*=7.57, df=1 (P=0.02), 1’=73.57%

CBT

FAVOURS OTHER PSYCHOSOCIAL

Analysis 2.5. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES,
Outcome 5 Mental state: 4a. Specific - hallucinations (average endpoint score PSRS, high = poor).

Study or subgroup CBT OTHER PSY- Mean Dif- Mean Difference Weight Mean Difference
CHOSOCIAL ference
N N (SE) IV, Fixed, 95% CI IV, Fixed, 95% CI
2.5.1 Long term ‘
A -Penn 2009 0 0 0(2.431) —.— 100% 0[-4.76,4.76]
Subtotal (95% CI) ‘ 100% 0[-4.76,4.76]
Heterogeneity: Not applicable ‘
Test for overall effect: Not applicable ‘
CBT -10 -5 0 5 10 FAVOURS OTHER PSYCHOSOCIAL

Analysis 2.6. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES, Outcome 6
Mental state: 6a. Specific - negative symptoms (average endpoint score PANSS subscale, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.6.1 Short term

A- Bechdolf 2004 40 13.9 (4.5) 48 13.1(5.2) —_— 22.53% 0.8[-1.23,2.83]

A- Cather 2005 15 14.9 (5) 13 14.9 (5.7) 5.79% -0.05[-4.05,3.95]

A-Li2014 84 15.5 (5.7) 81 16.5 (5.6) — 31.19% -0.94[-2.66,0.78]

A- Penn 2009 32 13.5(3.3) 33 13.4(2.9) —a— 40.49% 0.1[-1.41,1.61]

Subtotal *** 171 175 ‘ 100% -0.08[-1.04,0.89]

Heterogeneity: Tau?=0; Chi*=1.74, df=3(P=0.63); 1>=0%

Test for overall effect: Z=0.15(P=0.88)

2.6.2 Medium term

A- Bechdolf 2004 31 12.5 (4) 40 13(6.1) _— 22.37% -0.5[-2.86,1.86]

A-Li2014 84 15 (5.6) 81 16.4 (5.8) —— 41.23% -1.41[-3.15,0.33]

A- Penn 2009 32 12.4(3.9) 33 12.7(3.7) —e— 36.4% -0.3[-2.15,1.55)

Subtotal *** 147 154 - 100% -0.8[-1.92,0.31]
CBT 5 2.5 0 25 5 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

Heterogeneity: Tau?=0; Chi*=0.82, df=2(P=0.66); 1>=0%
Test for overall effect: Z=1.41(P=0.16)
2.6.3 Long term
A - Bechdolf 2004 16 13.7 (5) 25 14.5 (6.3) 12.45% -0.8[-4.28,2.68]
A - Garety 2008 22 12.2 (4.4) 21 13(8.1) * 9.85% -0.77[-4.68,3.14]
A-Li2014 84 14(5.2) 84 16.2 (6.5) —— 48.22% -2.23(-4,-0.46]
A -Penn 2009 32 12.9 (4.4) 33 13.2 (4.9) — 29.48% -0.3[-2.56,1.96]
Subtotal *** 154 163 - 100% -1.34[-2.57,-0.11]
Heterogeneity: Tau?=0; Chi*=1.96, df=3(P=0.58); 1>=0%
Test for overall effect: Z=2.14(P=0.03)
Test for subgroup differences: Chi*=2.65, df=1 (P=0.27), 1’=24.49% ‘ ‘ ‘ ‘

CBT 5 2.5 0 25 5 FAVOURS OTHER PSYCHOSOCIAL

Analysis 2.7. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES, Outcome 7
Mental state: 7a. Specific - affective symptoms (average endpoint score PANSS subscale, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% CI

2.7.1 Short term

A - Bechdolf 2004 40 28(9.2) 48 25(6.2) T 28.6% 3[-0.35,6.35]
A- Levine 1998 6 14.7(3.1) 6 31.8(2.8) ‘— 28.68% -17.1[-20.44,-13.76]
A -Penn 2009 32 27 (4.9) 33 29 (6.3) — 42.71% -2[-4.74,0.74]
Subtotal *** 78 87 L 2 100% -4.9[-6.69,-3.11]

Heterogeneity: Tau?=0; Chi*=76.88, df=2(P<0.0001); 1>=97.4%
Test for overall effect: Z=5.37(P<0.0001)

2.7.2 Medium term

A-Bechdolf 2004 31 28.5(8.8) 40 26 (6.9) 4= 39.47% 2.5[-1.26,6.26]
A- Penn 2009 32 25.6 (5.3) 33 30 (7.1) —— 60.53% -4.4[-7.44,-1.36]
Subtotal *** 63 73 > 100% -1.68[-4.04,0.69]

Heterogeneity: Tau?=0; Chi*=7.81, df=1(P=0.01); 1°=87.2%
Test for overall effect: Z=1.39(P=0.16)

2.7.3 Long term

A - Bechdolf 2004 16 28.1(6.3) 25 26.4(6.9) —r— 24.79% 1.7[-2.4,5.8]

A - Garety 2008 22 28 (8.4) 20 28.3(6.6) —_— 20.23% -0.25[-4.79,4.29]

A - Penn 2009 32 26 (5.1) 33 29.6(6.2) —— 54.98% -3.6[-6.36,-0.84]

Subtotal *** 70 78 < 100% -1.61[-3.65,0.44]

Heterogeneity: Tau?=0; Chi*=4.85, df=2(P=0.09); 1?=58.72%

Test for overall effect: Z=1.54(P=0.12)

Test for subgroup differences: Chi?=7.32, df=1 (P=0.03), 1?=72.66%

CBT ‘105 0 5 10 FAVOURS OTHER PSYCHOSOCIAL
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Analysis 2.8. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL
THERAPIES, Outcome 8 Adverse effect/event(s): 2. Death - any cause.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
A - Durham 2003 0/22 1/23 —— 47.56% 0.35[0.01,8.11]
A-Klingberg 2012 1/99 0/99 —_— T 16.2% 3[0.12,72.76]
A-Tarrier 1999 1/33 1/26 — 36.24% 0.79[0.05,12.01]
Total (95% ClI) 154 148 - 100% 0.94[0.19,4.56]
Total events: 2 (CBT), 2 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi?=0.91, df=2(P=0.64); 1>=0%
Test for overall effect: Z=0.08(P=0.94) ‘ ‘ ‘ ‘
CBT 0.001 0.1 1 10 1000 FAVOURS OTHER PSYCHOSOCIAL

Analysis 2.9. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES,
Outcome 9 Functioning: 1b. Social functioning (average endpoint score SOFAS, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.9.1 Long term ‘

A - Garety 2008 22 59.7 (14.5) 19 58.4(20.3) -.' 100% 1.36[-9.59,12.31]
Subtotal *** 22 19 ¢ 100% 1.36[-9.59,12.31]
Heterogeneity: Not applicable ‘

Test for overall effect: Z=0.24(P=0.81) ‘

FAVOURS OTHER PSYCHOSOCIAL 50 -25 0 25 50 CBT

Analysis 2.10. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES, Outcome 10
Functioning: 2a. Cognitive functioning - insight (average endpoint score various scales, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI| Fixed, 95% Cl
2.10.1 Schedule for t of insight - long term
A-Li2014 84 10.4 (3.7) 84 8.8 (4.1) —.— 100% 1.55[0.38,2.72]
Subtotal *** 84 84 P 100% 1.55[0.38,2.72]
Heterogeneity: Not applicable
Test for overall effect: Z=2.59(P=0.01)
FAVOURS OTHER PSYCHOSOCIAL 5 2.5 0 25 5 CBT
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Analysis 2.11. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES,
Outcome 11 Satisfaction with treatment: 1. Leaving the study early - for any reason.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
A- Bechdolf 2004 9/40 8/48 ) 3.44% 1.35[0.57,3.17]
A - Cather 2005 115 113 4 + ) 0.51% 0.87[0.06,12.52]
A -Durham 2003 1/22 4/23 4 1.85% 0.26[0.03,2.16]
A - Garety 2008 5/27 7/28 4 3.25% 0.74[0.27,2.05]
A - Granholm 2013 10/41 5/38 ; 2.45% 1.85[0.7,4.93]
A - Granholm 2014 48/73 44/76 — 20.38% 1.14[0.88,1.46]
A-Haddock 1999 1/10 o1 4 ) 0.23% 3.27[0.15,72.23]
A-Jiang 2010 2/35 335 4 ' ) 1.42% 0.67[0.12,3.75]
A-Klingberg 2012 9/99 20/99 44— 9.46% 0.45[0.22,0.94]
A- Lecomte 2008 13/48 3754 44— 16.46% 0.4[0.24,0.65]
A-Li2014 11/96 14/96 4 + 6.62% 0.79[0.38,1.64]
A-Li2015 2/50 14/100 4 4.41% 0.29[0.07,1.21]
A-Li2015b 3/50 250 4 = ) 0.95% 1.5[0.26,8.6]
A-Ma2012 15/100 17/100 * 8.04% 0.88[0.47,1.67]
A-Penn 2009 10/32 4/33 } 1.86% 2.58[0.9,7.39]
A-Pinto 1999 1/20 321 4 ) 1.38% 0.35[0.04,3.09]
A-Tarrier 1999 9/33 5/26 } 2.64% 1.42[0.54,3.72]
A-Velligan 2014 13/37 13/33 + 6.5% 0.89[0.49,1.64]
A - Wittorf 2010 16/34 17/33 + 8.16% 0.91[0.56,1.49]
Total (95% Cl) 862 917 - 100% 0.85[0.72,1.01]
Total events: 179 (CBT), 218 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=31.27, df=18(P=0.03); 1?=42.45%
Test for overall effect: Z=1.9(P=0.06)
CBT 05 07 1 15 2 FAVOURS OTHER PSYCHOSOCIAL

Analysis 2.12. Comparison 2 SUBGROUP 1: CBT versus ACTIVE PSYCHOSOCIAL THERAPIES, Outcome
12 Engagement with services: 1. Compliance with medication - favourable compliance - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
A-Klingberg 2012 90/99 81/99 e 100% 1.11[0.99,1.24]
Total (95% ClI) 99 99 i 100% 1.11[0.99,1.24]
Total events: 90 (CBT), 81 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable
Test for overall effect: Z=1.85(P=0.06)
FAVOURS OTHER PSYCHOSOCIAL 1 CBT
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Comparison 3. SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL THERAPIES

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

1 Global state: 1. Relapse 3 Risk Ratio (M-H, Fixed, 95% Subtotals only
Cl)

1.1 Medium term 1 62 Risk Ratio (M-H, Fixed, 95% 1.44[0.14, 15.10]
cl

1.2 Longterm 2 255 Risk Ratio (M-H, Fixed, 95% 1.05[0.85, 1.31]
cl

2 Global state: 2. Rehospitalisation 4 Risk Ratio (M-H, Fixed, 95% Subtotals only
Cl)

2.1Longterm 4 416 Risk Ratio (M-H, Fixed, 95% 1.14[0.86, 1.52]
Cl)

3 Mental state: 1. General - clinically 2 Risk Ratio (M-H, Fixed, 95% Subtotals only

important change (no improvement) Cl)

3.1 Medium term 1 62 Risk Ratio (M-H, Fixed, 95% 0.53[0.33,0.86]
cl

3.2 Long term 1 90 Risk Ratio (M-H, Fixed, 95% 0.60 [0.39, 0.94]
I

4 Mental state: 3a. Specific - positive 7 Mean Difference (1V, Fixed, Subtotals only

symptoms (average endpoint score 95% Cl)

PANSS, high = poor)

4.1 Short term 4 384 Mean Difference (1V, Fixed, -0.93[-1.84,-0.03]
95% Cl)

4.2 Medium term 1 58 Mean Difference (1V, Fixed, -0.80[-2.82,1.22]
95% Cl)

4.3 Long term 4 231 Mean Difference (1V, Fixed, -0.36 [-1.40, 0.68]
95% Cl)

5 Mental state: 4a. Specific - hallu- 1 Mean Difference (Fixed, 95% Subtotals only

cinations (average endpoint score Cl)

PSRS, high = poor)

5.1 Long term 1 Mean Difference (Fixed, 95% -4.36 [-9.30, 0.58]
Cl)

6 Mental state: 6a. Specific - negative 6 Mean Difference (1V, Fixed, Subtotals only

symptoms (average endpoint score 95% Cl)

PANSS subscale, high = poor)

6.1 Short term 3 235 Mean Difference (1V, Fixed, -0.07 [-1.06,0.91]
95% Cl)

6.2 Medium term 1 58 Mean Difference (IV, Fixed, 0.04 [-1.52, 1.60]

95% Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

6.3 Long term 4 231 Mean Difference (1V, Fixed, -0.40 [-1.54, 0.74]
95% Cl)

7 Mental state: 7a. Specific - affective 6 Mean Difference (1V, Fixed, Subtotals only

symptoms (average endpoint score 95% Cl)

PANSS subscale, high = poor)

7.1 Short term 3 235 Mean Difference (1V, Fixed, -1.95[-3.68,-0.22]
95% Cl)

7.2 Medium term 1 58 Mean Difference (1V, Fixed, 0.12[-2.71,2.95]
95% Cl)

7.3 Long term 4 231 Mean Difference (1V, Fixed, -0.44 [-2.21, 1.34]
95% Cl)

8 Adverse effect/event(s): 2. Death - 3 325 Risk Ratio (M-H, Fixed, 95% 2.06[0.63, 6.75]

any cause Cl)

9 Functioning: 1b. Social functioning 1 Mean Difference (1V, Fixed, Subtotals only

(average endpoint score SOFAS, high 95% Cl)

=good)

9.1 Longterm 1 62 Mean Difference (1V, Fixed, 1.30[-6.26, 8.86]
95% Cl)

10 Functioning: 2a. Cognitive func- 1 Mean Difference (IV, Fixed, Subtotals only

tioning - insight (average endpoint 95% Cl)

score various scales, high = good)

10.1 Schedule for assessment of in- 1 50 Mean Difference (IV, Fixed, -0.5[-2.43,1.43]

sight - long term 95% Cl)

11 Satisfaction with treatment: 1. 7 613 Risk Ratio (M-H, Fixed, 95% 0.881[0.68, 1.15]

Leaving the study early Cl)

12 Engagement with services: 1. Com- 2 156 Risk Ratio (M-H, Fixed, 95% 0.89[0.78, 1.03]

pliance with medication - favourable
compliance - long term

Cl)

Analysis 3.1. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE
PSYCHOSOCIAL THERAPIES, Outcome 1 Global state: 1. Relapse.

Study or subgroup CBT NON ACTIVE Risk Ratio Weight Risk Ratio
PSYCHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

3.1.1 Medium term ‘

NA - Valmaggia 2005 2/36 1/26 —.— 100% 1.44[0.14,15.1]
Subtotal (95% CI) 36 26 ¢ 100% 1.44[0.14,15.1]
Total events: 2 (CBT), 1 (NON ACTIVE PSYCHOSOCIAL) ‘

Heterogeneity: Not applicable ‘

CBT 0.005 0.1 1 10 200 NON ACTIVE PSYCHOSOCIAL
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Study or subgroup CBT NON ACTIVE Risk Ratio Weight Risk Ratio
PSYCHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Test for overall effect: Z=0.31(P=0.76)
3.1.2 Long term
NA - Drury 2000 20/30 20/32 27.8% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 72.2% 1.05[0.81,1.37]
Subtotal (95% Cl) 127 128 100% 1.05[0.85,1.31]

Total events: 73 (CBT), 70 (NON ACTIVE PSYCHOSOCIAL)

Heterogeneity: Tau?=0; Chi?=0.01, df=1(P=0.94); 1>=0%
Test for overall effect: Z=0.48(P=0.63)
Test for subgroup differences: Chi*=0.07, df=1 (P=0.79), 1>=0%

CBT

I
0.005

|
.
|
*
|
|
|

0.1 10

200 NON ACTIVE PSYCHOSOCIAL

Analysis 3.2. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE
PSYCHOSOCIAL THERAPIES, Outcome 2 Global state: 2. Rehospitalisation.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

3.2.1Long term ‘

NA - Drury 2000 10/30 10/32 —“— 15.97% 1.07[0.52,2.19]
NA - Jackson 2008 12/30 8/27 +— 13.89% 1.35[0.65,2.8]
NA - Lewis 2002 33/101 31/106 ‘#’ 49.91% 1.12[0.74,1.68]
NA - Sensky 2000 14/46 12/44 + 20.24% 1.12[0.58,2.14]
Subtotal (95% Cl) 207 209 # 100% 1.14[0.86,1.52]
Total events: 69 (CBT), 61 (OTHER PSYCHOSOCIAL) \

Heterogeneity: Tau?=0; Chi*=0.25, df=3(P=0.97); 1>=0% ‘

Test for overall effect: Z=0.9(P=0.37) ‘

CBT 0.005 0.1 1 10 200 FAVOURS OTHER PSYCHOSOCIAL

Analysis 3.3. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL THERAPIES,
Outcome 3 Mental state: 1. General - clinically important change (no improvement).

Study or subgroup CBT NON ACTIVE Risk Ratio Weight Risk Ratio
PSYCHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.3.1 Medium term
NA - Drury 2000 12/30 24/32 —.— 100% 0.53[0.33,0.86]
Subtotal (95% Cl) 30 32 e 100% 0.53[0.33,0.86]
Total events: 12 (CBT), 24 (NON ACTIVE PSYCHOSOCIAL)
Heterogeneity: Not applicable
Test for overall effect: Z=2.56(P=0.01)
3.3.2 Long term
NA - Sensky 2000 17/46 27/44 —.— 100% 0.6[0.39,0.94]
Subtotal (95% CI) 46 44 P 100% 0.6[0.39,0.94]
Total events: 17 (CBT), 27 (NON ACTIVE PSYCHOSOCIAL)
CBT 01 02 05 1 2 10 NON ACTIVE PSYCHOSOCIAL
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Study or subgroup CBT NON ACTIVE Risk Ratio Weight Risk Ratio
PSYCHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Heterogeneity: Not applicable
Test for overall effect: Z=2.24(P=0.03)
CcBT 01 02 0.5 1 2 5 NON ACTIVE PSYCHOSOCIAL

Analysis 3.4. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL THERAPIES,
Outcome 4 Mental state: 3a. Specific - positive symptoms (average endpoint score PANSS, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI| Fixed, 95% Cl
3.4.1 Short term
NA - Haddock 2009 38 14.8 (6) 39 15.8 (5.7) e e 12.04% -0.96[-3.56,1.64]
NA - Lewis 2002 78 13(5.1) 71 12.6 (4.8) — 32.55% 0.45[-1.13,2.03]
NA-Li 2015 50 11 (4.4) 50 13(3.3) — 35.2% -2.06[-3.58,-0.54]
NA - Valmaggia 2005 35 15.1(3.9) 23 16.3(3.8) . 20.21% -1.19[-3.2,0.82]
Subtotal *** 201 183 S 4 100% -0.93[-1.84,-0.03]
Heterogeneity: Tau?=0; Chi?=5.1, df=3(P=0.16); 1>=41.14%
Test for overall effect: Z=2.03(P=0.04)
3.4.2 Medium term
NA - Valmaggia 2005 35 14.6 (3.7) 23 15.4(3.9) —”— 100% -0.8[-2.82,1.22]
Subtotal *** 35 23 - 100% -0.8[-2.82,1.22]
Heterogeneity: Not applicable
Test for overall effect: Z=0.77(P=0.44)
3.4.3 Long term
NA - Haddock 2009 38 15 (7) 39 15.9 (5.7) — T 13.34% -0.85[-3.69,1.99]
NA - Lewis 2002 (L) 26 12 (4.3) 23 13.3(4.8) e e 16.36% -1.3[-3.87,1.27]
NA - Lewis 2002 (M) 25 14.8 (4.1) 30 16.2 (6.2) ——T 14.34% -1.4[-4.14,1.34]
NA - Lewis 2002 (N) 24 10.5 (2.5) 26 10.2 (2.5) —— 55.95% 0.3[-1.09,1.69]
Subtotal *** 113 118 ‘ 100% -0.36[-1.4,0.68]
Heterogeneity: Tau?=0; Chi*=2.05, df=3(P=0.56); 1>=0%
Test for overall effect: Z=0.68(P=0.5)
Test for subgroup differences: Chi*=0.68, df=1 (P=0.71), 1>=0%
CBT 5 25 0 25 FAVOURS OTHER PSYCHOSOCIAL

Analysis 3.5. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL THERAPIES,
Outcome 5 Mental state: 4a. Specific - hallucinations (average endpoint score PSRS, high = poor).

Study or subgroup CBT OTHER PSY- Mean Dif- Mean Difference Weight Mean Difference
CHOSOCIAL ference

N N (SE) 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
3.5.1Long term
NA - Lewis 2002 0 0 -4.4(2.52) —.—— 100% -4.36[-9.3,0.58]
Subtotal (95% Cl) —~l 100% -4.36[-9.3,0.58]
Heterogeneity: Not applicable

CBT 05 0 5 10 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Mean Dif- Mean Difference Weight Mean Difference
CHOSOCIAL ference
N N (SE) IV, Fixed, 95% CI IV, Fixed, 95% CI
Test for overall effect: Z=1.73(P=0.08)
CBT 1005 0 5 10 FAVOURS OTHER PSYCHOSOCIAL

Analysis 3.6. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL THERAPIES, Outcome
6 Mental state: 6a. Specific - negative symptoms (average endpoint score PANSS subscale, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.6.1 Short term
NA - Haddock 2009 38 11.7 (3.7) 39 13.5(5.6) I e— 21.84% -1.84[-3.95,0.27]
NA-Li 2015 50 9.6 (3.8) 50 9.8(3.9) —— 43.12% -0.22[-1.72,1.28]
NA - Valmaggia 2005 35 13 (3.5) 23 11.7(2.9) - 35.04% 1.21[-0.45,2.87]
Subtotal *** 123 112 - 100% -0.07[-1.06,0.91]
Heterogeneity: Tau?=0; Chi*=5.02, df=2(P=0.08); 1?=60.19%
Test for overall effect: Z=0.14(P=0.89)
3.6.2 Medium term
NA - Valmaggia 2005 35 11.8(3.4) 23 11.7 (2.6) —.— 100% 0.04[-1.52,1.6]
Subtotal *** 35 23 ‘ 100% 0.04[-1.52,1.6]
Heterogeneity: Tau?=0; Chi?*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.05(P=0.96)
3.6.3 Long term
NA - Haddock 2009 38 12.1(4.9) 39 14.3(6.1) —_— 21.41% -2.25[-4.72,0.22]
NA - Lewis 2002 (L) 26 12.8 (4.3) 23 11.8 (4) e s a— 24.08% 1[-1.32,3.32]
NA - Lewis 2002 (M) 25 18 (5.9) 30 18.9 (5.9) + 13.27% -0.9[-4.03,2.23]
NA - Lewis 2002 (N) 24 12.2(2.9) 26 12.3(3.5) —— 41.24% -0.1[-1.88,1.68]
Subtotal *** 113 118 ‘ 100% -0.4[-1.54,0.74]
Heterogeneity: Tau?=0; Chi*=3.76, df=3(P=0.29); 1?=20.29%
Test for overall effect: Z=0.69(P=0.49)
Test for subgroup differences: Chi*=0.27, df=1 (P=0.88), 1>=0%
CBT 5 2.5 0 2.5 5 FAVOURS OTHER PSYCHOSOCIAL

Analysis 3.7. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL THERAPIES, Outcome
7 Mental state: 7a. Specific - affective symptoms (average endpoint score PANSS subscale, high = poor).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

3.7.1 Short term
NA - Haddock 2009 38 28.5(6.5) 39 29.5(7.8) —a— 28.88% -1.05[-4.27,2.17]
NA - Li 2015 50 19.6 (5.8) 50 23.9(7.5) —— 43.1% -4.36[-6.99,-1.73]
NA - Valmaggia 2005 35 30.4 (6.3) 23 29.6(6.2) —— 28.02% 0.82[-2.45,4.09]
Subtotal *** 123 112 L 4 100% -1.95[-3.68,-0.22]
Heterogeneity: Tau?=0; Chi*=6.28, df=2(P=0.04); 1>=68.16%

CBT 0 5 0 5 10 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Test for overall effect: Z=2.21(P=0.03)
3.7.2 Medium term
NA - Valmaggia 2005 35 297(63) 23 29647 B 100% 0.12[-2.71,2.95]
Subtotal *** 35 23 ‘ 100% 0.12[-2.71,2.95]
Heterogeneity: Not applicable
Test for overall effect: Z=0.08(P=0.93)
3.7.3 Long term
NA - Haddock 2009 38 26.9 (10.5) 39 28.8(9.6) —T 15.67% -1.93[-6.41,2.55]
NA - Lewis 2002 (L) 26 28.9 (6.9) 23 27.9(7.4) — T 19.43% 1[-3.02,5.02]
NA - Lewis 2002 (M) 25 38.3(10.8) 30 41.5(12.2) —_—— 8.5% -3.2[-9.28,2.88]
NA - Lewis 2002 (N) 24 28.8 (3.8) 26 28.9 (4.7) —-— 56.4% -0.1[-2.46,2.26]
Subtotal *** 113 118 ‘ 100% -0.44[-2.21,1.34]
Heterogeneity: Tau?=0; Chi*=1.79, df=3(P=0.62); 1>=0%
Test for overall effect: Z=0.48(P=0.63)
Test for subgroup differences: Chi*=2.15, df=1 (P=0.34), 1’=7.17% ‘ ‘ ‘ ‘
CBT 005 0 5 10 FAVOURS OTHER PSYCHOSOCIAL

Analysis 3.8. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL

THERAPIES, Outcome 8 Adverse effect/event(s): 2. Death - any cause.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
NA - Jackson 2008 2/31 0/31 —’—0— 12.73% 5[0.25,100.08]
NA - Lewis 2002 4/101 3/106 —.— 74.54% 1.4[0.32,6.1]
NA - O'Donnell 2003 1/28 0/28 s s e— 12.73% 3[0.13,70.64]
Total (95% CI) 160 165 e 100% 2.06[0.63,6.75]
Total events: 7 (CBT), 3 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.66, df=2(P=0.72); 1>=0%
Test for overall effect: Z=1.2(P=0.23)
CBT 0.001 0.1 1 10 1000 FAVOURS OTHER PSYCHOSOCIAL

Analysis 3.9. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL THERAPIES,
Outcome 9 Functioning: 1b. Social functioning (average endpoint score SOFAS, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% CI

Mean Difference

Fixed, 95% Cl

3.9.1 Long term ‘
NA - Jackson 2008 31 64.2 (15.2) 31 62.9 (15.2) 100%

Heterogeneity: Not applicable
Test for overall effect: Z=0.34(P=0.74)

1.3[-6.26,8.86]
1.3[-6.26,8.86]

H
Subtotal *** 31 31 * 100%
|
0

FAVOURS OTHER PSYCHOSOCIAL 50 -25 25 50 CBT
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Analysis 3.10. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL THERAPIES, Outcome
10 Functioning: 2a. Cognitive functioning - insight (average endpoint score various scales, high = good).

Study or subgroup CBT OTHER PSY- Mean Difference Weight Mean Difference
CHOSOCIAL
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

3.10.1 Schedule for assessment of insight - long term ‘

NA - O'Donnell 2003 26 9.9 (4.1) 24 10.4 (2.8) —.— 100% -0.5[-2.43,1.43]
Subtotal *** 26 24 * 100% -0.5[-2.43,1.43]
Heterogeneity: Not applicable

Test for overall effect: Z=0.51(P=0.61)

FAVOURS OTHER PSYCHOSOCIAL -5 25 0 2.5 5 CBT

Analysis 3.11. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL
THERAPIES, Outcome 11 Satisfaction with treatment: 1. Leaving the study early.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
NA - Drury 2000 13/30 15/32 —— 17.23% 0.92[0.53,1.6]
NA - Jackson 2008 4/31 7/31 —T 8.31% 0.57[0.19,1.76]
NA - Kemp 1998 11/39 15/35 —+r 18.76% 0.66[0.35,1.24]
NA - Lewis 2002 26/101 27/106 —— 31.27% 1.01[0.64,1.61]
NA - O'Donnell 2003 2/28 4/28 —t 4.75% 0.5[0.1,2.51]
NA - Sensky 2000 9/46 6/44 T+ 7.28% 1.43[0.56,3.7]
NA - Valmaggia 2005 11/36 9/26 — 12.4% 0.88[0.43,1.82]
Total (95% CI) 311 302 ¢ 100% 0.88[0.68,1.15]
Total events: 76 (CBT), 83 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=3.25, df=6(P=0.78); 1>=0%
Test for overall effect: Z=0.92(P=0.36)

-
=
o

CBT 0.01 0.1 100 FAVOURS OTHER PSYCHOSOCIAL

Analysis 3.12. Comparison 3 SUBGROUP 2: CBT versus NON ACTIVE PSYCHOSOCIAL THERAPIES, Outcome
12 Engagement with services: 1. Compliance with medication - favourable compliance - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
NA-Li 2015 46/50 50/50 . 77.1% 0.92[0.84,1.01]
NA - O'Donnell 2003 12/28 15/28 s 22.9% 0.8[0.46,1.39]
Total (95% Cl) 78 78 L 100% 0.89[0.78,1.03]

Total events: 58 (CBT), 65 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.6, df=1(P=0.44); 1>=0%
Test for overall effect: Z=1.6(P=0.11)

FAVOURS OTHER PSYCHOSOCIAL 0507 1 15 2 CBT
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Comparison 4. SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR DIFFERENCE BETWEEN ACTIVE/NON ACTIVE

SUBGROUPS
Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

1 Global state: 1. Relapse - medium 2 150 Risk Ratio (M-H, Fixed, 95% 1.01[0.56,1.81]

term Cl)

1.1 Active 1 88 Risk Ratio (M-H, Fixed, 95% 0.98 [0.54, 1.78]
cl

1.2 Non active 1 62 Risk Ratio (M-H, Fixed, 95% 1.4410.14, 15.10]
cl

2 Global state: 1. Relapse - long term 5 375 Risk Ratio (M-H, Fixed, 95% 1.05[0.85,1.29]
Cl)

2.1 Active 3 120 Risk Ratio (M-H, Fixed, 95% 1.02[0.58,1.78]
Cl)

2.2 Non active 2 255 Risk Ratio (M-H, Fixed, 95% 1.05[0.85,1.31]
Cl)

3 Global state: 2. Rehospitalisation - 8 943 Risk Ratio (M-H, Fixed, 95% 0.96 [0.82, 1.14]

long term Cl)

3.1 Active 4 527 Risk Ratio (M-H, Fixed, 95% 0.87[0.71, 1.06]
I

3.2 Non active 4 416 Risk Ratio (M-H, Fixed, 95% 1.14[0.86, 1.52]
Cl)

4 Mental state: General - clinicallyim- 3 195 Risk Ratio (M-H, Fixed, 95% 0.88[0.77,1.01]

portant change (no improvement) - Cl)

medium term

4.1 Active 2 133 Risk Ratio (M-H, Fixed, 95% 1.02[0.91, 1.14]
cl

4.2 Non active 1 62 Risk Ratio (M-H, Fixed, 95% 0.53[0.33,0.86]
cl

5 Mental state: General - clinically im- 4 248 Risk Ratio (M-H, Fixed, 95% 0.83[0.67, 1.03]

portant change (no improvement) - Cl)

long term

5.1 Active 3 158 Risk Ratio (M-H, Fixed, 95% 0.96 [0.77, 1.21]
Cl)

5.2 Non active 1 90 Risk Ratio (M-H, Fixed, 95% 0.60[0.39, 0.94]
Cl)

6 Mental state: 3a. Specific - positive 6 998 Mean Difference (1V, Fixed, -0.25[-0.84, 0.35]

symptoms (average endpoint score
PANSS, high = poor) - short term

95% Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

6.1 Active 6 499 Mean Difference (1V, Fixed, -0.25[-1.09, 0.60]
95% Cl)

6.2 Non active 6 499 Mean Difference (1V, Fixed, -0.25[-1.09, 0.60]
95% Cl)

7 Mental state: 3a. Specific - positive 6 497 Mean Difference (1V, Fixed, -1.20[-2.04,-0.36]

symptoms (average endpoint score 95% Cl)

PANSS, high = poor) - medium term

term

7.1 Active 5 439 Mean Difference (1V, Fixed, -1.29[-2.21,-0.36]
95% Cl)

7.2 Non Active 1 58 Mean Difference (1V, Fixed, -0.80[-2.82,1.22]
95% Cl)

8 Mental state: 3a. Specific - positive 9 602 Mean Difference (1V, Fixed, -1.22[-1.96,-0.49]

symptoms (average endpoint score 95% Cl)

PANSS, high = poor) - long term

8.1 Active 5 371 Mean Difference (1V, Fixed, -2.10[-3.15,-1.05]
95% Cl)

8.2 Non Active 4 231 Mean Difference (1V, Fixed, -0.36 [-1.40, 0.68]
95% Cl)

9 Mental state: 4a. Specific - hallu- 2 Mean Difference (Fixed, 95% -2.10[-5.53, 1.33]

cinations (average endpoint score Cl)

PSYRATS, high = poor) - long term

9.1 Active 1 Mean Difference (Fixed, 95% 0.0 [-4.76, 4.76]
Cl)

9.2 Non active 1 Mean Difference (Fixed, 95% -4.36 [-9.30, 0.58]
Cl)

10 Mental state: 6a. Specific - neg- 7 581 Mean Difference (1V, Fixed, -0.07 [-0.76, 0.61]

ative symptoms (average endpoint 95% Cl)

score PANSS subscale, high = poor) -

short term

10.1 Active 4 346 Mean Difference (1V, Fixed, -0.08 [-1.04, 0.89]
95% Cl)

10.2 Non active 3 235 Mean Difference (1V, Fixed, -0.07 [-1.06,0.91]
95% Cl)

11 Mental state: 6a. Specific - neg- 4 359 Mean Difference (1V, Fixed, -0.52 [-1.42,0.39]

ative symptoms (average endpoint 95% Cl)

score PANSS subscale, high = poor) -

medium term

11.1 Active 3 301 Mean Difference (1V, Fixed, -0.80[-1.92,0.31]

95% Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

11.2 Non active 1 58 Mean Difference (1V, Fixed, 0.04 [-1.52, 1.60]
95% Cl)

12 Mental state: 6a. Specific - neg- 8 548 Mean Difference (1V, Fixed, -0.84 [-1.67,0.00]

ative symptoms (average endpoint 95% Cl)

score PANSS subscale, high = poor) -

long term

12.1 Active 4 317 Mean Difference (1V, Fixed, -1.34[-2.57,-0.11]
95% Cl)

12.2 Non active 4 231 Mean Difference (1V, Fixed, -0.40[-1.54,0.74]
95% Cl)

13 Mental state: 7a. Specific - affec- 6 400 Mean Difference (1V, Fixed, -3.38[-4.62,-2.13]

tive symptoms (average endpoint 95% Cl)

score PANSS subscale, high = poor) -

short term

13.1 Active 3 165 Mean Difference (1V, Fixed, -4.90 [-6.69, -3.11]
95% CI)

13.2 Non active 3 235 Mean Difference (1V, Fixed, -1.95[-3.68,-0.22]
95% Cl)

14 Mental state: 7a. Specific - affec- 3 194 Mean Difference (1V, Fixed, -0.94 [-2.75, 0.88]

tive symptoms (average endpoint 95% Cl)

score PANSS subscale, high = poor) -

medium term

14.1 Active 2 136 Mean Difference (1V, Fixed, -1.68 [-4.04, 0.69]
95% Cl)

14.2 Non active 1 58 Mean Difference (1V, Fixed, 0.12[-2.71, 2.95]
95% Cl)

15 Mental state: 7a. Specific - affec- 7 379 Mean Difference (1V, Fixed, -0.94 [-2.28, 0.40]

tive symptoms (average endpoint 95% Cl)

score PANSS subscale, high = poor) -

long term

15.1 Active 3 148 Mean Difference (1V, Fixed, -1.61 [-3.65, 0.44]
95% Cl)

15.2 Non active 4 231 Mean Difference (IV, Fixed, -0.44[-2.21, 1.34]
95% Cl)

16 Adverse effects: 1b. Adverse ef- 6 627 Risk Ratio (M-H, Fixed, 95% 1.57[0.62, 3.98]

fect/event(s) - death Cl)

16.1 Active 3 302 Risk Ratio (M-H, Fixed, 95% 0.94[0.19, 4.56]
Cl)

16.2 Non active 3 325 Risk Ratio (M-H, Fixed, 95% 2.06[0.63, 6.75]
Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

17 Functioning: 1b. Social functioning 2 103 Mean Difference (1V, Fixed, 1.32[-4.90, 7.54]

(average endpoint score SOFAS, high 95% Cl)

=good) - long term

17.1 Active 1 41 Mean Difference (1V, Fixed, 1.36[-9.59, 12.31]
95% Cl)

17.2 Non active 1 62 Mean Difference (1V, Fixed, 1.30[-6.26, 8.86]
95% Cl)

18 Functioning: 2a. Cognitive func- 2 218 Mean Difference (1V, Fixed, 1.00[-0.01, 2.00]

tioning - insight (average endpoint 95% Cl)

score SAl, high = good) - long term

18.1 Active 1 168 Mean Difference (1V, Fixed, 1.55[0.38,2.72]
95% Cl)

18.2 Non active 1 50 Mean Difference (1V, Fixed, -0.5[-2.43,1.43]
95% CI)

19 Satisfaction with treatment: 1. 26 2392 Risk Ratio (M-H, Fixed, 95% 0.86 [0.75, 0.99]

Leaving the study early Cl)

19.1 Active 19 1779 Risk Ratio (M-H, Fixed, 95% 0.85[0.72,1.01]
cl

19.2 Non active 7 613 Risk Ratio (M-H, Fixed, 95% 0.88[0.68, 1.15]
cl

20 Engagement with services: 1. Com- 3 354 Risk Ratio (M-H, Fixed, 95% 1.01[0.93,1.11]

pliance with medication - favourable Cl)

compliance - long term

20.1 Active 1 198 Risk Ratio (M-H, Fixed, 95% 1.11[0.99,1.24]
Cl)

20.2 Non active 2 156 Risk Ratio (M-H, Fixed, 95% 0.89[0.78, 1.03]

Cl)

Analysis 4.1. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR DIFFERENCE
BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 1 Global state: 1. Relapse - medium term.

Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

4.1.1 Active ‘

A- Bechdolf 2004 13/40 16/48 -.— 92.61% 0.98[0.54,1.78]
Subtotal (95% ClI) 40 48 ¢ 92.61% 0.98[0.54,1.78]
Total events: 13 (CBT), 16 (OTHER) ‘

Heterogeneity: Not applicable ‘

Test for overall effect: Z=0.08(P=0.93) ‘

A R
Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER
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Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.1.2 Non active
NA - Valmaggia 2005 2/36 1/26 — 7.39% 1.44[0.14,15.1]
Subtotal (95% Cl) 36 26 e 7.39% 1.44[0.14,15.1]
Total events: 2 (CBT), 1 (OTHER)
Heterogeneity: Not applicable
Test for overall effect: Z=0.31(P=0.76)
Total (95% CI) 76 74 L 100% 1.01[0.56,1.81]
Total events: 15 (CBT), 17 (OTHER)
Heterogeneity: Tau?=0; Chi*=0.1, df=1(P=0.75); I>=0%
Test for overall effect: Z=0.03(P=0.97)
Test for subgroup differences: Chi?=0.1, df=1 (P=0.75), I*=0% ‘ ‘ ‘ ‘

Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER

Analysis 4.2. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR DIFFERENCE
BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 2 Global state: 1. Relapse - long term.

Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.2.1 Active
A - Garety 2008 7/27 5/28 —Tt 5.69% 1.45[0.52,4.02]
A -Haddock 1999 4/10 8/11 — 8.83% 0.55[0.24,1.28]
A-Tarrier 1999 6/23 4/21 [ e a— 4.84% 1.37[0.45,4.19]
Subtotal (95% Cl) 60 60 <o 19.36% 1.02[0.58,1.78]
Total events: 17 (CBT), 17 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi*=2.8, df=2(P=0.25); 1>=28.58%
Test for overall effect: Z=0.07(P=0.94)
4.2.2 Non active
NA - Drury 2000 20/30 20/32 - 22.42% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 58.22% 1.05[0.81,1.37]
Subtotal (95% Cl) 127 128 1.05[0.85,1.31]

Total events: 73 (CBT), 70 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi*=0.01, df=1(P=0.94); 1>=0%
Test for overall effect: Z=0.48(P=0.63)

Total (95% CI) 187 188
Total events: 90 (CBT), 87 (OTHER THERAPIES)

Heterogeneity: Tau?=0; Chi*=2.88, df=4(P=0.58); 1>=0%

Test for overall effect: Z=0.44(P=0.66)

Test for subgroup differences: Chi*=0.01, df=1 (P=0.91), 1>=0%

100%

1.05[0.85,1.29]

Favours CBT

0.01

0.1

|

’ 80.64%
|

|

!

|

|

|

10 100 Favours OTHER
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Analysis 4.3. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR DIFFERENCE
BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 3 Global state: 2. Rehospitalisation - long term.

Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.3.1 Active
A - Bechdolf 2004 30/40 37/48 -+ 19.94% 0.97[0.77,1.23]
A - Buchkremer 1997 23/67 56/124 — 23.29% 0.76[0.52,1.12]
A-Klingberg 2012 28/95 31/88 - 19.08% 0.84[0.55,1.27]
A -Penn 2009 4/32 3/33 — Tt 1.75% 1.38[0.33,5.66]
Subtotal (95% Cl) 234 293 ¢ 64.06% 0.87[0.71,1.06]
Total events: 85 (CBT), 127 (OTHER)
Heterogeneity: Tau?=0; Chi*=1.81, df=3(P=0.61); 1>=0%
Test for overall effect: Z=1.4(P=0.16)
4.3.2 Non active
NA - Drury 2000 10/30 10/32 —t 5.74% 1.07[0.52,2.19]
NA - Jackson 2008 12/30 8/27 -t 4.99% 1.35[0.65,2.8]
NA - Lewis 2002 33/101 31/106 —— 17.93% 1.12[0.74,1.68]
NA - Sensky 2000 14/46 12/44 — 7.27% 1.12[0.58,2.14]
Subtotal (95% Cl) 207 209 . 4 35.94% 1.14[0.86,1.52]
Total events: 69 (CBT), 61 (OTHER)
Heterogeneity: Tau?=0; Chi*=0.25, df=3(P=0.97); 1>=0%
Test for overall effect: Z=0.9(P=0.37)
Total (95% CI) 441 502 ¢ 100% 0.96[0.82,1.14]
Total events: 154 (CBT), 188 (OTHER)
Heterogeneity: Tau?=0; Chi*=3.75, df=7(P=0.81); 1>=0%
Test for overall effect: Z=0.42(P=0.67)
Test for subgroup differences: Chi?=2.39, df=1 (P=0.12), 1>=58.08% ‘ ‘ ‘ ‘

Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER

Analysis 4.4. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST
FOR DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 4 Mental
state: General - clinically important change (no improvement) - medium term.

Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.4.1 Active ‘
A - Bechdolf 2004 38/40 43/48 i 47.75% 1.06[0.94,1.2]
A -Durham 2003 18/22 20/23 - 23.89% 0.94[0.73,1.21]
Subtotal (95% CI) 62 71 ] 71.63% 1.02[0.91,1.14]
Total events: 56 (CBT), 63 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi?=0.79, df=1(P=0.37); 1>=0%
Test for overall effect: Z=0.35(P=0.73)
4.4.2 Non active
NA - Drury 2000 12/30 24/32 —— 28.37% 0.53[0.33,0.86]
Subtotal (95% CI) 30 32 <o 28.37% 0.53[0.33,0.86]
Total events: 12 (CBT), 24 (OTHER THERAPIES)
Heterogeneity: Not applicable
Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER
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Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Test for overall effect: Z=2.56(P=0.01)
Total (95% Cl) 92 103 ¢ 100% 0.88[0.77,1.01]
Total events: 68 (CBT), 87 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi*=13.49, df=2(P=0); 1°=85.17%
Test for overall effect: Z=1.77(P=0.08)
Test for subgroup differences: Chi*=6.6, df=1 (P=0.01), 1>=84.84%
Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER

Analysis 4.5. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST
FOR DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 5 Mental
state: General - clinically important change (no improvement) - long term.

Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.5.1 Active
A - Durham 2003 15/22 17/23 —— 21.95% 0.92[0.63,1.34]
A - Garety 2008 9/27 8/27 —— 10.57% 1.13[0.51,2.48]
A-Tarrier 1999 25/33 21/26 - 31.03% 0.94[0.72,1.23]
Subtotal (95% CI) 82 76 ¢ 63.55% 0.96[0.77,1.21]
Total events: 49 (CBT), 46 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi*=0.24, df=2(P=0.89); 1>=0%
Test for overall effect: Z=0.31(P=0.75)
4.5.2 Non active
NA - Sensky 2000 17/46 27/44 —— 36.45% 0.6[0.39,0.94]
Subtotal (95% CI) 46 44 < 36.45% 0.6[0.39,0.94]
Total events: 17 (CBT), 27 (OTHER THERAPIES)
Heterogeneity: Not applicable
Test for overall effect: Z=2.24(P=0.03)
Total (95% CI) 128 120 ¢ 100% 0.83[0.67,1.03]
Total events: 66 (CBT), 73 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi*=3.65, df=3(P=0.3); 1>=17.76%
Test for overall effect: Z=1.72(P=0.08)
Test for subgroup differences: Chi?=3.39, df=1 (P=0.07), 1>=70.51%
Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER

Analysis 4.6. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 6 Mental state: 3a.
Specific - positive symptoms (average endpoint score PANSS, high = poor) - short term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
4.6.1 Active
Favours CBT 5 25 0 25 5 Favours OTHER
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Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

A - Bechdolf 2004 40 11.3(4.2) 48 11.4 (4.5) — 10.84% -0.1[-1.92,1.72]
A- Cather 2005 15 10.9 (2.6) 13 11.1(3.7) s 6.22% -0.15[-2.55,2.25]
A-Granholm 2013 29 17.4 (6.4) 30 16.6 (5.7) I e — 3.75% 0.8[-2.3,3.9]
A - Granholm 2014 42 19.4 (5.2) 52 19.8 (6) — 7% -0.4[-2.67,1.87]
A-Li2014 84 15.2 (5.8) 81 15(5.1) — 12.97% 0.19[-1.47,1.85]
A -Penn 2009 32 14.5 (3.7) 33 15.9 (4.4) — 9.22% -1.4[-3.37,0.57]
Subtotal *** 242 257 <& 50% -0.25[-1.09,0.6]

Heterogeneity: Tau?=0; Chi*=2.06, df=5(P=0.84); 1>=0%
Test for overall effect: Z=0.57(P=0.57)

4.6.2 Non active

A - Bechdolf 2004 40 11.3(4.2) 48 11.4(4.5) — 10.84% -0.1[-1.92,1.72]
A- Cather 2005 15 10.9 (2.6) 13 11.1(3.7) I E— 6.22% -0.15[-2.55,2.25]
A - Granholm 2013 29 17.4 (6.4) 30 16.6 (5.7) e s — 3.75% 0.8[-2.3,3.9]
A - Granholm 2014 42 19.4(5.2) 52 19.8 (6) — 7% -0.4[-2.67,1.87]
A-Li2014 84 15.2 (5.8) 81 15(5.1) — 12.97% 0.19[-1.47,1.85]
A-Penn 2009 32 14.5(3.7) 33 15.9 (4.4) —— 9.22% -1.4[-3.37,0.57]
Subtotal *** 242 257 . 4 50% -0.25[-1.09,0.6]
Heterogeneity: Tau?=0; Chi*=2.06, df=5(P=0.84); 1>=0%
Test for overall effect: Z=0.57(P=0.57)
Total *** 484 514 < 100% -0.25[-0.84,0.35]
Heterogeneity: Tau?=0; Chi*=4.13, df=11(P=0.97); 1>=0%
Test for overall effect: Z=0.8(P=0.42)
Test for subgroup differences: Chi?=0, df=1 (P=1), 1>=0% ‘ ‘ ‘ ‘

Favours CBT S5 25 0 25 5 Favours OTHER

Analysis 4.7. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 7 Mental state: 3a. Specific
- positive symptoms (average endpoint score PANSS, high = poor) - medium term term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
4.7.1 Active
A - Bechdolf 2004 31 11.6 (4.3) 40 11.4(4.8) 4 15.72% 0.2[-1.92,2.32]
A - Granholm 2013 26 15.5(5.8) 32 16.1(5.3) + 8.49% -0.6[-3.49,2.29]
A - Granholm 2014 36 16.6 (4.1) 45 18.7(5.8) + 15.18% -2.1[-4.26,0.06]
A-Li2014 84 14.2 (5.8) 80 15.4(5.3) L 24.62% -1.2[-2.9,0.5]
A -Penn 2009 32 14.2 (4) 33 16.5 (4) - 18.71% -2.3[-4.25,-0.35]
Subtotal *** 209 230 { 82.71% -1.29[-2.21,-0.36]
Heterogeneity: Tau?=0; Chi*=3.7, df=4(P=0.45); 1>=0%
Test for overall effect: Z=2.73(P=0.01)
4.7.2 Non Active
NA - Valmaggia 2005 35 14.6 (3.7) 23 15.4(3.9) 4 17.29% -0.8[-2.82,1.22]
Subtotal *** 35 23 ¢ 17.29% -0.8[-2.82,1.22]
Heterogeneity: Not applicable
Test for overall effect: Z=0.77(P=0.44)
Favours CBT ~ -100 -50 0 50 100 Favours OTHER
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Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Total *** 244 253 | 100% -1.2[-2.04,-0.36]

Heterogeneity: Tau?=0; Chi*=3.88, df=5(P=0.57); 1>=0%
Test for overall effect: Z=2.8(P=0.01)
Test for subgroup differences: Chi*=0.18, df=1 (P=0.67), 1>=0%

Favours CBT ~ -100 -50 0 50 100 Favours OTHER

Analysis 4.8. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 8 Mental state: 3a.
Specific - positive symptoms (average endpoint score PANSS, high = poor) - long term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

4.8.1 Active

A - Bechdolf 2004 16 13.6 (5.6) 25 13.5(6.6) 3.82% 0.1[-3.67,3.87]
A - Garety 2008 22 14.2 (6.4) 21 16.5(6.9) 3.42% -2.29[-6.28,1.7]
A - Granholm 2013 25 15.7 (5.5) 29 185(81) ——————+—7 4.07% -2.8[-6.45,0.85]
A-Li2014 84 13.2(5.4) 84 15.3(5.7) —_—— 19.53% -2.16[-3.83,-0.49]
A -Penn 2009 32 13.6 (3.4) 33 15.9 (3.6) —_—— 18.74% -2.3[-4,-0.6]
Subtotal *** 179 192 - 49.57% -2.1[-3.15,-1.05]

Heterogeneity: Tau?=0; Chi*=1.52, df=4(P=0.82); 1>=0%
Test for overall effect: Z=3.93(P<0.0001)

4.8.2 Non Active

NA - Haddock 2009 38 15 (7) 39 15.9 (5.7) —T 6.73% -0.85[-3.69,1.99]
NA - Lewis 2002 (L) 26 12 (4.3) 23 13.3(4.8) B 8.25% -1.3[-3.87,1.27]
NA - Lewis 2002 (M) 25 14.8 (4.1) 30 16.2 (6.2) —_—¢—T 7.23% -1.4[-4.14,1.34]
NA - Lewis 2002 (N) 24 10.5 (2.5) 26 10.2 (2.5) — 28.21% 0.3[-1.09,1.69]
Subtotal *** 113 118 - 50.43% -0.36[-1.4,0.68]
Heterogeneity: Tau?=0; Chi*=2.05, df=3(P=0.56); 1>=0%
Test for overall effect: Z=0.68(P=0.5)
Total *** 292 310 > 100% -1.22[-1.96,-0.49]
Heterogeneity: Tau?=0; Chi*=8.93, df=8(P=0.35); 1?=10.45%
Test for overall effect: Z=3.25(P=0)
Test for subgroup differences: Chi?=5.36, df=1 (P=0.02), 1>=81.36%

Favours CBT 5 25 0 25 5 Favours OTHER

Analysis 4.9. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 9 Mental state: 4a.
Specific - hallucinations (average endpoint score PSYRATS, high = poor) - long term.

Study or subgroup CBT OTHER Mean Dif- Mean Difference Weight Mean Difference
THERAPIES ference
N N (SE) IV, Fixed, 95% CI IV, Fixed, 95% CI
4.9.1 Active ‘
A- Penn 2009 0 0 0(2.431) * 51.79% 0[-4.76,4.76)
Subtotal (95% CI) * 51.79% 0[-4.76,4.76)
Favours CBT ~ -100 -50 0 50 100 Favours OTHER
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Study or subgroup CBT OTHER Mean Dif- Mean Difference Weight Mean Difference
THERAPIES ference

N N (SE) IV, Fixed, 95% CI IV, Fixed, 95% CI

Heterogeneity: Not applicable

Test for overall effect: Not applicable

4.9.2 Non active

NA - Lewis 2002 0 0 -4.4(2.52)
Subtotal (95% Cl)

Heterogeneity: Not applicable

Test for overall effect: Z=1.73(P=0.08)

48.21% -4.36[-9.3,0.58]
48.21% -4.36[-9.3,0.58]

¢ W

Total (95% CI) ¢ 100% -2.1[-5.53,1.33]
Heterogeneity: Tau?=0; Chi*=1.55, df=1(P=0.21); 1?=35.5%

Test for overall effect: Z=1.2(P=0.23)

Test for subgroup differences: Chi*=1.55, df=1 (P=0.21), 1>=35.5%

Favours CBT ~ -100 -50 0 50 100 Favours OTHER

Analysis 4.10. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 10 Mental state: 6a. Specific
- negative symptoms (average endpoint score PANSS subscale, high = poor) - short term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

4.10.1 Active

A - Bechdolf 2004 40 13.9 (4.5) 48 13.1(5.2) o e— 11.53% 0.8[-1.23,2.83]
A- Cather 2005 15 14.9 (5) 13 14.9 (5.7) 2.96% -0.05[-4.05,3.95]
A-Li2014 84 15.5(5.7) 81 16.5(5.6) — 15.95% -0.94[-2.66,0.78]
A -Penn 2009 32 13.5(3.3) 33 13.4(2.9) — 20.71% 0.1[-1.41,1.61]
Subtotal *** 171 175 o 51.15% -0.08[-1.04,0.89]

Heterogeneity: Tau?=0; Chi*=1.74, df=3(P=0.63); 1>=0%
Test for overall effect: Z=0.15(P=0.88)

4.10.2 Non active

NA - Haddock 2009 38 11.7(3.7) 39 13.5(5.6) e — 10.67% -1.84[-3.95,0.27]
NA - Li 2015 50 9.6 (3.8) 50 9.8(3.9) — 21.06% -0.22[-1.72,1.28]
NA - Valmaggia 2005 35 13(3.5) 23 11.7(2.9) T 17.12% 1.21[-0.45,2.87]
Subtotal *** 123 112 S 48.85% -0.07[-1.06,0.91]

Heterogeneity: Tau?=0; Chi*=5.02, df=2(P=0.08); 1?=60.19%
Test for overall effect: Z=0.14(P=0.89)

Total *** 294 287 <& 100% -0.07[-0.76,0.61]
Heterogeneity: Tau?=0; Chi*=6.76, df=6(P=0.34); 1?=11.24%
Test for overall effect: Z=0.21(P=0.83)

Test for subgroup differences: Chi*=0, df=1 (P=1), 1>=0%

Favours CBT S525 0 2.5 5 Favours OTHER
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Analysis 4.11. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 11 Mental state: 6a. Specific
- negative symptoms (average endpoint score PANSS subscale, high = poor) - medium term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
4.11.1 Active
A - Bechdolf 2004 31 12.5 (4) 40 13(6.1) — T 14.77% -0.5[-2.86,1.86]
A-Li2014 84 15 (5.6) 81 16.4 (5.8) — 27.23% -1.41[-3.15,0.33]
A-Penn 2009 32 12.4(3.9) 33 12.7(3.7) — 24.04% -0.3[-2.15,1.55]
Subtotal *** 147 154 S _d 66.05% -0.8[-1.92,0.31]

Heterogeneity: Tau?=0; Chi*=0.82, df=2(P=0.66); 1>=0%
Test for overall effect: Z=1.41(P=0.16)

4.11.2 Non active

NA - Valmaggia 2005 35 11.8(3.4) 23 11.7(2.6) _F_ 33.95% 0.04[-1.52,1.6]
Subtotal *** 35 23 ‘ 33.95% 0.04[-1.52,1.6]
Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.05(P=0.96)
Total *** 182 177 2 100% -0.52[-1.42,0.39]
Heterogeneity: Tau?=0; Chi*=1.56, df=3(P=0.67); 1>=0%
Test for overall effect: Z=1.12(P=0.26)
Test for subgroup differences: Chi*=0.74, df=1 (P=0.39), 1>=0%

Favours CBT S -25 0 2.5 5 Favours OTHER

Analysis 4.12. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 12 Mental state: 6a. Specific
- negative symptoms (average endpoint score PANSS subscale, high = poor) - long term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

4.12.1 Active

A - Bechdolf 2004 16 13.7 (5) 25 14.5(6.3) e e E— 5.77% -0.8[-4.28,2.68]
A - Garety 2008 22 12.2 (4.4) 21 13(8.1) e E—— 4.56% -0.77[-4.68,3.14]
A-Li2014 84 14 (5.2) 84 16.2 (6.5) —— 22.33% -2.23[-4,-0.46]
A -Penn 2009 32 12.9 (4.4) 33 13.2(4.9) — ¢ 13.65% -0.3[-2.56,1.96]
Subtotal *** 154 163 - 46.31% -1.34[-2.57,-0.11]

Heterogeneity: Tau?=0; Chi*=1.96, df=3(P=0.58); 1>=0%
Test for overall effect: Z=2.14(P=0.03)

4.12.2 Non active

NA - Haddock 2009 38 12.1(4.9) 39 14.3(6.1) —_— 11.5% -2.25[-4.72,0.22]
NA - Lewis 2002 (L) 26 12.8 (4.3) 23 11.8 (4) —_—r— 12.93% 1[-1.32,3.32]
NA - Lewis 2002 (M) 25 18(5.9) 30 18.9 (5.9) —_— 7.13% -0.9[-4.03,2.23]
NA - Lewis 2002 (N) 24 12.2(2.9) 26 12.3(3.5) — 22.14% -0.1[-1.88,1.68]
Subtotal *** 113 118 - 53.69% -0.4[-1.54,0.74]
Heterogeneity: Tau?=0; Chi*=3.76, df=3(P=0.29); 1?=20.29%
Test for overall effect: Z=0.69(P=0.49)
Total *** 267 281 L 4 100% -0.84[-1.67,0]
Heterogeneity: Tau?=0; Chi*=6.92, df=7(P=0.44); 1>=0%
Favours CBT 525 0 25 5 Favours OTHER
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Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

Test for overall effect: Z=1.96(P=0.05)
Test for subgroup differences: Chi*=1.2, df=1 (P=0.27), 1>=16.77%

Favours CBT S 25 0 2.5 5 Favours OTHER

Analysis 4.13. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 13 Mental state: 7a. Specific
- affective symptoms (average endpoint score PANSS subscale, high = poor) - short term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
4.13.1 Active
A - Bechdolf 2004 40 28(9.2) 48 25(6.2) — 13.8% 3[-0.35,6.35]
A- Levine 1998 6 14.7 (3.1) 6 31.8(2.8) — 13.84% -17.1[-20.44,-13.76]
A -Penn 2009 32 27 (4.9) 33 29 (6.3) — 20.61% -2[-4.74,0.74]
Subtotal *** 78 87 <& 48.26% -4.9[-6.69,-3.11]

Heterogeneity: Tau?=0; Chi*=76.88, df=2(P<0.0001); 1>=97.4%
Test for overall effect: Z=5.37(P<0.0001)

4.13.2 Non active

NA - Haddock 2009 38 28.5(6.5) 39 29.5(7.8) —— 14.94% -1.05[-4.27,2.17]
NA - Li 2015 50 19.6 (5.8) 50 23.9(7.5) —— 22.3% -4.36[-6.99,-1.73]
NA - Valmaggia 2005 35 30.4(6.3) 23 29.6 (6.2) T 14.5% 0.82[-2.45,4.09]
Subtotal *** 123 112 L 4 51.74% -1.95[-3.68,-0.22]

Heterogeneity: Tau?=0; Chi*=6.28, df=2(P=0.04); 1°=68.16%
Test for overall effect: Z=2.21(P=0.03)

Total *** 201 199 ¢ 100% -3.38[-4.62,-2.13]
Heterogeneity: Tau?=0; Chi*=88.55, df=5(P<0.0001); 1*=94.35%
Test for overall effect: Z=5.32(P<0.0001)

Test for subgroup differences: Chi?=5.39, df=1 (P=0.02), 1>=81.46%

Favours CBT -20 -10 0 10 20 Favours OTHER

Analysis 4.14. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 14 Mental state: 7a. Specific
- affective symptoms (average endpoint score PANSS subscale, high = poor) - medium term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

4.14.1 Active ‘

A- Bechdolf 2004 31 28.5(8.8) 40 26 (6.9) # 23.26% 2.5[-1.26,6.26]
A- Penn 2009 32 25.6 (5.3) 33 30(7.1) l‘ 35.67% -4.4[-7.44,-1.36)
Subtotal *** 63 73 q 58.92% -1.68[-4.04,0.69]
Heterogeneity: Tau?=0; Chi>=7.81, df=1(P=0.01); 1>=87.2% ‘

Test for overall effect: Z=1.39(P=0.16) ‘

4.14.2 Non active ‘

NA - Valmaggia 2005 35 29.7 (6.3) 23 29.6 (4.7) * 41.08% 0.12[-2.71,2.95]

Favours CBT ~ -100 -50 0 50 100 Favours OTHER
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Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Subtotal *** 35 23 [ 41.08% 0.12[-2.71,2.95]

Heterogeneity: Not applicable
Test for overall effect: Z=0.08(P=0.93)

Total *** 98 96 [ 100% -0.94[-2.75,0.88]
Heterogeneity: Tau?=0; Chi*=8.72, df=2(P=0.01); I>=77.07%
Test for overall effect: Z=1.01(P=0.31)

Test for subgroup differences: Chi*=0.91, df=1 (P=0.34), 1>=0%

Favours CBT ~ -100 -50 0 50 100 Favours OTHER

Analysis 4.15. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 15 Mental state: 7a. Specific
- affective symptoms (average endpoint score PANSS subscale, high = poor) - long term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
4.15.1 Active ‘
A - Bechdolf 2004 16 28.1(6.3) 25 26.4 (6.9) + 10.65% 1.7[-2.4,5.8]
A - Garety 2008 22 28 (8.4) 20 28.3 (6.6) + 8.69% -0.25[-4.79,4.29]
A -Penn 2009 32 26 (5.1) 33 29.6 (6.2) " 23.61% -3.6[-6.36,-0.84]
Subtotal *** 70 78 q 42.95% -1.61[-3.65,0.44]
Heterogeneity: Tau?=0; Chi*=4.85, df=2(P=0.09); 1?=58.72% ‘
Test for overall effect: Z=1.54(P=0.12) ‘
4.15.2 Non active
NA - Haddock 2009 38 26.9 (10.5) 39 28.8(9.6) + 8.94% -1.93[-6.41,2.55]
NA - Lewis 2002 (L) 26 28.9 (6.9) 23 27.9(7.4) +' 11.09% 1[-3.02,5.02]
NA - Lewis 2002 (M) 25 38.3(10.8) 30 41.5(12.2) -‘+ 4.85% -3.2[-9.28,2.88]
NA - Lewis 2002 (N) 24 28.8(3.8) 26 28.9 (4.7) " 32.17% -0.1[-2.46,2.26]
Subtotal *** 113 118 57.05% -0.44[-2.21,1.34]
Heterogeneity: Tau?=0; Chi*=1.79, df=3(P=0.62); 1>=0%
Test for overall effect: Z=0.48(P=0.63)
Total *** 183 196 [ 100% -0.94[-2.28,0.4]
Heterogeneity: Tau?=0; Chi*=7.35, df=6(P=0.29); 1°=18.41%
Test for overall effect: Z=1.38(P=0.17)
Test for subgroup differences: Chi?=0.72, df=1 (P=0.4), I*=0%

Favours CBT ~ -100 -50 0 50 100 Favours OTHER

Analysis 4.16. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR DIFFERENCE BETWEEN
ACTIVE/NON ACTIVE SUBGROUPS, Outcome 16 Adverse effects: 1b. Adverse effect/event(s) - death.

Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.16.1 Active
A- Durham 2003 0/22 1/23 * 20.93% 0.35[0.01,8.11]
Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER
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Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
A-Klingberg 2012 1/99 0/99 + 7.13% 3[0.12,72.76]
A-Tarrier 1999 1/33 1/26 + 15.95% 0.79[0.05,12.01]
Subtotal (95% ClI) 154 148 i 44.01% 0.94[0.19,4.56]

Total events: 2 (CBT), 2 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi?=0.91, df=2(P=0.64); 1>=0%
Test for overall effect: Z=0.08(P=0.94)

4.16.2 Non active

NA - Jackson 2008 2/31 0/31 + 7.13% 5[0.25,100.08]
NA - Lewis 2002 4/101 3/106 — 41.74% 1.4[0.32,6.1]
NA - O'Donnell 2003 1/28 0/28 + 7.13% 3[0.13,70.64]
Subtotal (95% CI) 160 165 —~— 55.99% 2.06[0.63,6.75]

Total events: 7 (CBT), 3 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi*=0.66, df=2(P=0.72); 1>=0%
Test for overall effect: Z=1.2(P=0.23)

Total (95% CI) 314 313 - 100% 1.57[0.62,3.98]
Total events: 9 (CBT), 5 (OTHER THERAPIES)

Heterogeneity: Tau?=0; Chi?=2.04, df=5(P=0.84); 1>=0%

Test for overall effect: Z=0.94(P=0.35)

Test for subgroup differences: Chi*=0.61, df=1 (P=0.43), 1>=0%

Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER

Analysis 4.17. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 17 Functioning:
1b. Social functioning (average endpoint score SOFAS, high = good) - long term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
4.17.1 Active ‘
A - Garety 2008 22 59.7 (14.5) 19 58.4(20.3) —+— 32.27% 1.36[-9.59,12.31]
Subtotal *** 22 19 ‘ 32.27% 1.36[-9.59,12.31]
Heterogeneity: Not applicable
Test for overall effect: Z=0.24(P=0.81)
4.17.2 Non active
NA - Jackson 2008 31 64.2 (15.2) 31 62.9 (15.2) - 67.73% 1.3[-6.26,8.86]
Subtotal *** 31 31 ‘ 67.73% 1.3[-6.26,8.86]
Heterogeneity: Not applicable
Test for overall effect: Z=0.34(P=0.74)
Total *** 53 50 2 2 100% 1.32[-4.9,7.54]
Heterogeneity: Tau?=0; Chi?=0, df=1(P=0.99); 1>=0%
Test for overall effect: Z=0.42(P=0.68)
Test for subgroup differences: Chi?=0, df=1 (P=0.99), I*=0%
Favours OTHER ~ -100 -50 0 50 100 Favours CBT
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Analysis 4.18. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR
DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 18 Functioning: 2a.
Cognitive functioning - insight (average endpoint score SAl, high = good) - long term.

Study or subgroup CBT OTHER THERAPIES Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
4.18.1 Active ‘
A-Li2014 84 10.4 (3.7) 84 8.8 (4.1) - 73.08% 1.55[0.38,2.72]
Subtotal *** 84 84 { 73.08% 1.55[0.38,2.72]
Heterogeneity: Not applicable
Test for overall effect: Z=2.59(P=0.01)
4.18.2 Non active
NA - O'Donnell 2003 26 9.9 (4.1) 24 10.4 (2.8) L 26.92% -0.5[-2.43,1.43]
Subtotal *** 26 24 [ 26.92% -0.5[-2.43,1.43]
Heterogeneity: Not applicable
Test for overall effect: Z=0.51(P=0.61)
Total *** 110 108 100% 1[-0.01,2]

Heterogeneity: Tau?=0; Chi*=3.16, df=1(P=0.08); 1°=68.31%
Test for overall effect: Z=1.95(P=0.05)
Test for subgroup differences: Chi*=3.16, df=1 (P=0.08), 1’=68.31%

Favours OTHER

-100

-50

50

100 Favours CBT

Analysis 4.19. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR DIFFERENCE BETWEEN
ACTIVE/NON ACTIVE SUBGROUPS, Outcome 19 Satisfaction with treatment: 1. Leaving the study early.

Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.19.1 Active
A - Bechdolf 2004 9/40 8/48 —— 2.46% 1.35[0.57,3.17]
A - Cather 2005 1/15 1/13 * 0.36% 0.87[0.06,12.52]
A - Durham 2003 1/22 4/23 —_—T 1.32% 0.26[0.03,2.16]
A - Garety 2008 5/27 7/28 — 2.32% 0.74[0.27,2.05]
A - Granholm 2013 10/41 5/38 - 1.75% 1.85[0.7,4.93]
A- Granholm 2014 48/73 44/76 - 14.58% 1.14[0.88,1.46]
A-Haddock 1999 1/10 0/11 0.16% 3.27[0.15,72.23]
A- Jiang 2010 2/35 3/35 —_— 1.01% 0.67[0.12,3.75]
A-Klingberg 2012 9/99 20/99 — 6.76% 0.45[0.22,0.94]
A - Lecomte 2008 13/48 37/54 —— 11.77% 0.4[0.24,0.65]
A-Li2014 11/96 14/96 —— 4.73% 0.79[0.38,1.64]
A-Li2015 2/50 14/100 —_— 3.16% 0.29[0.07,1.21]
A-Li2015b 3/50 2/50 —_—T— 0.68% 1.5[0.26,8.6]
A-Ma 2012 15/100 17/100 —— 5.75% 0.88[0.47,1.67]
A - Penn 2009 10/32 4/33 — 1.33% 2.58[0.9,7.39]
A- Pinto 1999 1/20 3/21 e 0.99% 0.35[0.04,3.09]
A-Tarrier 1999 9/33 5/26 —r— 1.89% 1.42[0.54,3.72]
A-Velligan 2014 13/37 13/33 —H— 4.65% 0.89[0.49,1.64]
A - Wittorf 2010 16/34 17/33 —— 5.83% 0.91[0.56,1.49]
Subtotal (95% Cl) 862 917 ¢ 71.51% 0.85[0.72,1.01]
Total events: 179 (CBT), 218 (OTHER THERAPIES)
Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER
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Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Heterogeneity: Tau?=0; Chi*=31.27, df=18(P=0.03); 1?=42.45%
Test for overall effect: Z=1.9(P=0.06)
4.19.2 Non active
NA - Drury 2000 13/30 15/32 —— 4.91% 0.92[0.53,1.6]
NA - Jackson 2008 4/31 7/31 I —— 2.37% 0.57[0.19,1.76]
NA - Kemp 1998 11/39 15/35 — 5.35% 0.66[0.35,1.24]
NA - Lewis 2002 26/101 27/106 —4— 8.91% 1.01[0.64,1.61]
NA - O'Donnell 2003 2/28 4/28 e m— 1.35% 0.5[0.1,2.51]
NA - Sensky 2000 9/46 6/44 Tt 2.07% 1.43[0.56,3.7]
NA - Valmaggia 2005 11/36 9/26 —h 3.53% 0.88[0.43,1.82]
Subtotal (95% Cl) 311 302 ¢ 28.49% 0.88[0.68,1.15]
Total events: 76 (CBT), 83 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi*=3.25, df=6(P=0.78); 1>=0%
Test for overall effect: Z=0.92(P=0.36)
Total (95% CI) 1173 1219 ¢ 100% 0.86[0.75,0.99]
Total events: 255 (CBT), 301 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi*=34.37, df=25(P=0.1); 1>=27.27%
Test for overall effect: Z=2.09(P=0.04)
Test for subgroup differences: Chi*=0.05, df=1 (P=0.83), 1>=0% ‘ ‘ ‘ ‘
Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER

Analysis 4.20. Comparison 4 SUBGROUP 3. CBT versus OTHER THERAPIES (TEST FOR

DIFFERENCE BETWEEN ACTIVE/NON ACTIVE SUBGROUPS, Outcome 20 Engagement
with services: 1. Compliance with medication - favourable compliance - long term.

Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.20.1 Active ‘
A-Klingberg 2012 90/99 81/99 - 55.29% 1.11[0.99,1.24]
Subtotal (95% CI) 99 99 ¢ 55.29% 1.11[0.99,1.24]
Total events: 90 (CBT), 81 (OTHER THERAPIES)
Heterogeneity: Not applicable
Test for overall effect: Z=1.85(P=0.06)
4.20.2 Non active
NA-Li 2015 46/50 50/50 ] 34.47% 0.92[0.84,1.01]
NA - O'Donnell 2003 12/28 15/28 — 10.24% 0.8[0.46,1.39]
Subtotal (95% CI) 78 78 ¢ 44.71% 0.89[0.78,1.03]
Total events: 58 (CBT), 65 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi?*=0.6, df=1(P=0.44); 1>=0%
Test for overall effect: Z=1.6(P=0.11)
Total (95% CI) 177 177 100% 1.01[0.93,1.11]
Total events: 148 (CBT), 146 (OTHER THERAPIES)
Heterogeneity: Tau?=0; Chi*=7.72, df=2(P=0.02); 1?=74.08%
Test for overall effect: Z=0.31(P=0.76)
Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER
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Study or subgroup CBT OTHER Risk Ratio Weight Risk Ratio
THERAPIES
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Test for subgroup differences: Chi*=5.8, df=1 (P=0.02), 1>=82.75%
Favours CBT ~ 0.01 0.1 1 10 100 Favours OTHER

Comparison 5. SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (LESS-WELL-DESIGNED CBT)

Outcome or subgroup title

No. of studies

No. of partici-
pants

Statistical method

Effect size

1 Global state: 1. Relapse - long term 5 Risk Ratio (M-H, Fixed, 95% Subtotals only
Cl)

1.1 with less-well-designed CBT 5 375 Risk Ratio (M-H, Fixed, 95% 1.05[0.85,1.29]
Cl)

1.2 without less-well-designed CBT 4 331 Risk Ratio (M-H, Fixed, 95% 1.03[0.84,1.27]
Cl)

2 Mental state: 1. General - clinically 2 Risk Ratio (M-H, Random, Subtotals only

important change (no improvement) - 95% Cl)

short term

2.1 with less-well-designed CBT 2 87 Risk Ratio (M-H, Random, 0.75[0.58, 0.99]
95% Cl)

2.2 without less-well-designed CBT 1 28 Risk Ratio (M-H, Random, 0.58[0.28, 1.18]
95% Cl)

3 Mental state: 1. General - clinically 3 Risk Ratio (M-H, Random, Subtotals only

important change (no improvement) - 95% Cl)

medium term

3.1 with less-well-designed CBT 3 195 Risk Ratio (M-H, Random, 0.84[0.58, 1.23]
95% Cl)

3.2 without less-well-designed CBT 2 150 Risk Ratio (M-H, Random, 0.77[0.29, 2.01]
95% Cl)

4 Mental state: 1. General - clinicallyim- 4 Risk Ratio (M-H, Random, Subtotals only

portant change (no improvement) - long 95% Cl)

term

4.1 with less-well-designed CBT 4 249 Risk Ratio (M-H, Random, 0.82[0.67, 1.01]
95% Cl)

4.2 without less-well-designed CBT 2 145 Risk Ratio (M-H, Random, 0.72[0.44, 1.20]

95% Cl)
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Analysis 5.1. Comparison 5 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL
THERAPIES (LESS-WELL-DESIGNED CBT), Outcome 1 Global state: 1. Relapse - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

5.1.1 with less-well-designed CBT

A- Garety 2008 7/21 5/28 T+ 5.69% 1.45[0.52,4.02]
A-Haddock 1999 4/10 8/11 — 8.83% 0.55[0.24,1.28]
A-Tarrier 1999 6/23 4/21 T 4.84% 1.37[0.45,4.19]
NA - Drury 2000 20/30 20/32 - 22.42% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 | 58.22% 1.05[0.81,1.37]
Subtotal (95% Cl) 187 188 ¢ 100% 1.05[0.85,1.29]

Total events: 90 (CBT), 87 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=2.88, df=4(P=0.58); 1>=0%
Test for overall effect: Z=0.44(P=0.66)

5.1.2 without less-well-designed CBT

A - Garety 2008 7/27 5/28 T 5.98% 1.45[0.52,4.02]
A-Haddock 1999 4/10 8/11 — 9.28% 0.55[0.24,1.28]
NA - Drury 2000 20/30 20/32 a 23.56% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 - 61.19% 1.05[0.81,1.37]
Subtotal (95% Cl) 164 167 + 100% 1.03[0.84,1.27]
Total events: 84 (CBT), 83 (OTHER PSYCHOSOCIAL) ‘

Heterogeneity: Tau?=0; Chi*=2.63, df=3(P=0.45); 1>=0% ‘

Test for overall effect: Z=0.29(P=0.77) ‘

Test for subgroup differences: Chi*=0.01, df=1 (P=0.92), 1>=0% ‘ ‘ ‘ ‘ ‘

CBT 0.005 0.1 1 10 200 FAVOURS OTHER PSYCHOSOCIAL

Analysis 5.2. Comparison 5 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (LESS-WELL-
DESIGNED CBT), Outcome 2 Mental state: 1. General - clinically important change (no improvement) - short term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
5.2.1 with less-well-designed CBT
A- Cather 2005 6/15 9/13 ——— 14.17% 0.58[0.28,1.18]
A-Tarrier 1999 22/33 22/26 B 85.83% 0.79[0.59,1.05]
Subtotal (95% CI) 48 39 P 100% 0.75[0.58,0.99]

Total events: 28 (CBT), 31 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.68, df=1(P=0.41); 1>=0%
Test for overall effect: Z=2.05(P=0.04)

5.2.2 without less-well-designed CBT
A - Cather 2005 6/15 9/13 —.—— 100% 0.58[0.28,1.18]
Subtotal (95% CI) 15 13 ——e 100% 0.58[0.28,1.18]
Total events: 6 (CBT), 9 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable

Test for overall effect: Z=1.5(P=0.13)

Test for subgroup differences: Chi*=0.46, df=1 (P=0.5), I*=0%

CBT 05 07 1 15 2 FAVOURS OTHER PSYCHOSOCIAL
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Analysis 5.3. Comparison 5 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (LESS-WELL-
DESIGNED CBT), Outcome 3 Mental state: 1. General - clinically important change (no improvement) - medium term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
5.3.1 with less-well-designed CBT ‘
A - Bechdolf 2004 38/40 43/48 -i— 39.68% 1.06[0.94,1.2]
A - Durham 2003 18/22 21/23 —— 35.66% 0.9[0.71,1.13]
NA - Drury 2000 12/30 24/32 . — 24.67% 0.53[0.33,0.86]
Subtotal (95% Cl) 92 103 ~a— 100% 0.84[0.58,1.23]
Total events: 68 (CBT), 88 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.09; Chi*=14.3, df=2(P=0); 1°=86.01%
Test for overall effect: Z=0.89(P=0.37)
5.3.2 without less-well-designed CBT
A - Bechdolf 2004 38/40 43/48 L 3 52.93% 1.06[0.94,1.2]
NA - Drury 2000 12/30 24/32 —— 47.07% 0.53[0.33,0.86]
Subtotal (95% CI) 70 80 ——ee— 100% 0.77[0.29,2.01]
Total events: 50 (CBT), 67 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.45; Chi*=15.08, df=1(P=0); 1>=93.37%
Test for overall effect: Z=0.54(P=0.59)
Test for subgroup differences: Chi*=0.03, df=1 (P=0.86), 1>=0% o

CBT 0.5 0.7 1 15 2

FAVOURS OTHER PSYCHOSOCIAL

Analysis 5.4. Comparison 5 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (LESS-WELL-
DESIGNED CBT), Outcome 4 Mental state: 1. General - clinically important change (no improvement) - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
5.4.1 with less-well-designed CBT
A - Durham 2003 15/22 20/23 —— 31.62% 0.78[0.57,1.09]
A - Garety 2008 9/27 9/28 —_— 6.82% 1.04[0.49,2.21]
A-Tarrier 1999 25/33 21/26 —i— 43.04% 0.94[0.72,1.23]
NA - Sensky 2000 17/46 27/44 —_— 18.52% 0.6[0.39,0.94]
Subtotal (95% CI) 128 121 o 100% 0.82[0.67,1.01]
Total events: 66 (CBT), 77 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.01; Chi?=3.44, df=3(P=0.33); 1>=12.67%
Test for overall effect: Z=1.9(P=0.06)
5.4.2 without less-well-designed CBT
A - Garety 2008 9/27 9/28 —_— 33.54% 1.04[0.49,2.21]
NA - Sensky 2000 17/46 27/44 —l— 66.46% 0.6[0.39,0.94]
Subtotal (95% Cl) 73 72 ——— 100% 0.72[0.44,1.2]
Total events: 26 (CBT), 36 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.05; Chi*=1.48, df=1(P=0.22); 1>=32.58%
Test for overall effect: Z=1.26(P=0.21)
Test for subgroup differences: Chi*=0.22, df=1 (P=0.64), 1>=0%
CBT 0507 1 15 2 FAVOURS OTHER PSYCHOSOCIAL
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Comparison 6. SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (UNCLEAR EXPERIENCED

THERAPISTS)
Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

1 Global state: 1. Relapse - long term 5 Risk Ratio (M-H, Fixed, 95% Subtotals only
Cl)

1.1 with unclear experienced therapist 5 375 Risk Ratio (M-H, Fixed, 95% 1.05[0.85,1.29]
cl

1.2 without unclear experienced thera- 4 313 Risk Ratio (M-H, Fixed, 95% 1.04[0.82,1.33]

pist Cl)

2 Mental state: 1. General - clinically 3 Risk Ratio (M-H, Random, Subtotals only

important change (no improvement) - 95% Cl)

medium term

2.1 with unclear experienced therapist 3 195 Risk Ratio (M-H, Random, 0.84[0.58, 1.23]
95% Cl)

2.2 without unclear experienced thera- 2 133 Risk Ratio (M-H, Random, 1.00[0.85,1.18]

pist

95% Cl)

Analysis 6.1. Comparison 6 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES
(UNCLEAR EXPERIENCED THERAPISTS), Outcome 1 Global state: 1. Relapse - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.1.1 with unclear experienced therapist
A - Garety 2008 7/27 5/28 —Tt— 5.69% 1.45[0.52,4.02]
A -Haddock 1999 4/10 8/11 — 8.83% 0.55[0.24,1.28]
A-Tarrier 1999 6/23 4/21 Tt 4.84% 1.37[0.45,4.19]
NA - Drury 2000 20/30 20/32 - 22.42% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 [ | 58.22% 1.05[0.81,1.37]
Subtotal (95% ClI) 187 188 ¢ 100% 1.05[0.85,1.29]
Total events: 90 (CBT), 87 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi>=2.88, df=4(P=0.58); 1>=0%
Test for overall effect: Z=0.44(P=0.66)
6.1.2 without unclear experienced therapist
A - Garety 2008 7/27 5/28 —— 7.33% 1.45[0.52,4.02]
A -Haddock 1999 4/10 8/11 —+ 11.38% 0.55[0.24,1.28]
A-Tarrier 1999 6/23 4/21 Tt 6.24% 1.37[0.45,4.19]
NA - Lewis 2002 53/97 50/96 75.05% 1.05[0.81,1.37]
Subtotal (95% ClI) 157 156 100% 1.04[0.82,1.33]

Total events: 70 (CBT), 67 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=2.86, df=3(P=0.41); 1>=0%
Test for overall effect: Z=0.33(P=0.74)

Test for subgroup differences: Chi*=0, df=1 (P=0.97), I*=0%

CBT
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Analysis 6.2. Comparison 6 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL
THERAPIES (UNCLEAR EXPERIENCED THERAPISTS), Outcome 2 Mental state:
1. General - clinically important change (no improvement) - medium term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

6.2.1 with unclear experienced therapist ‘

A- Bechdolf 2004 38/40 43/48 - 39.68% 1.06[0.94,1.2]
A - Durham 2003 18/22 21/23 —— 35.66% 0.9[0.71,1.13]
NA - Drury 2000 12/30 24/32 . a— 24.67% 0.53[0.33,0.86]
Subtotal (95% Cl) 92 103 —~— 100% 0.84[0.58,1.23]

Total events: 68 (CBT), 88 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.09; Chi*=14.3, df=2(P=0); 1’=86.01%
Test for overall effect: Z=0.89(P=0.37)

6.2.2 without unclear experienced therapist

A - Bechdolf 2004 38/40 43/48 *-' 67.08% 1.06[0.94,1.2]
A - Durham 2003 18/22 21/23 _.+ 32.92% 0.9[0.71,1.13]
Subtotal (95% Cl) 62 71 ‘ 100% 1[0.85,1.18]
Total events: 56 (CBT), 64 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.01; Chi*=1.71, df=1(P=0.19); 1>=41.53%
Test for overall effect: Z=0.04(P=0.97)
Test for subgroup differences: Chi*=0.69, df=1 (P=0.41), 1>=0% ‘ ‘ o

CBT 0507 1 15 2 FAVOURS OTHER PSYCHOSOCIAL

Comparison 7. SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (ASSUMPTION FOR MISSING
DATA)

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1 Global state: 1. Relapse - medium 2 Risk Ratio (M-H, Fixed, 95% CI)  Subtotals only
term
1.1 with assumption 2 150 Risk Ratio (M-H, Fixed, 95% CI)  1.01[0.56, 1.81]
1.2 without assumption 2 133 Risk Ratio (M-H, Fixed, 95% Cl)  0.76 [0.28, 2.04]
2 Global state: 1. Relapse - longterm 5 Risk Ratio (M-H, Fixed, 95% CI)  Subtotals only
2.1 with assumption 5 375 Risk Ratio (M-H, Fixed, 95% CI)  1.05[0.85, 1.29]
2.2 without assumption 5 373 Risk Ratio (M-H, Fixed, 95% CI)  1.05[0.86, 1.29]
3 Mental state: 1. General - clinical- 3 Risk Ratio (M-H, Random, 95%  Subtotals only
ly important change (no improve- Cl)

ment) - medium term

3.1 with assumption 3 195 Risk Ratio (M-H, Random, 95%  0.84 [0.58, 1.23]
Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
3.2 without assumption 3 174 Risk Ratio (M-H, Random, 95%  0.85[0.58, 1.24]
Cl)
4 Mental state: 1. General - clinical- 4 Risk Ratio (M-H, Random, 95%  Subtotals only

ly important change (no improve-
ment) - long term

Cl)

4.1 with assumption 4 249 Risk Ratio (M-H, Random, 95%  0.82[0.67, 1.01]
Cl)
4.2 without assumption 4 229 Risk Ratio (M-H, Random, 95%  0.84 [0.66, 1.05]

cl)

Analysis 7.1. Comparison 7 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL
THERAPIES (ASSUMPTION FOR MISSING DATA), Outcome 1 Global state: 1. Relapse - medium term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

7.1.1 with assumption ‘

A - Bechdolf 2004 13/40 16/48 l 92.61% 0.98[0.54,1.78]
NA - Valmaggia 2005 2/36 1/26 —‘-‘— 7.39% 1.44[0.14,15.1]
Subtotal (95% Cl) 76 74 * 100% 1.01[0.56,1.81]
Total events: 15 (CBT), 17 (OTHER PSYCHOSOCIAL) ‘

Heterogeneity: Tau?=0; Chi?=0.1, df=1(P=0.75); 1>=0% ‘

Test for overall effect: Z=0.03(P=0.97) ‘

7.1.2 without assumption

A - Bechdolf 2004 4/31 8/40 —.— 85.75% 0.65[0.21,1.95]
NA - Valmaggia 2005 2/36 1/26 —‘-‘— 14.25% 1.44[0.14,15.1]
Subtotal (95% CI) 67 66 ¢ 100% 0.76[0.28,2.04]
Total events: 6 (CBT), 9 (OTHER PSYCHOSOCIAL) ‘

Heterogeneity: Tau?=0; Chi*=0.37, df=1(P=0.54); 1>=0% ‘

Test for overall effect: Z=0.55(P=0.58) ‘

Test for subgroup differences: Chi*=0.24, df=1 (P=0.63), 1>=0% ‘

CcBT 0005 01 1 10 200 FAVOURS OTHER PSYCHOSOCIAL

Analysis 7.2. Comparison 7 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL
THERAPIES (ASSUMPTION FOR MISSING DATA), Outcome 2 Global state: 1. Relapse - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

7.2.1 with assumption

A - Garety 2008 7/27 5/28 T 5.69% 1.45[0.52,4.02]
A-Haddock 1999 4/10 8/11 — 8.83% 0.55[0.24,1.28]
A-Tarrier 1999 6/23 4/21 Tt 4.84% 1.37[0.45,4.19]

CBT 0.005 0.1 1 10 200 FAVOURS OTHER PSYCHOSOCIAL
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Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
NA - Drury 2000 20/30 20/32 +— 22.42% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 - 58.22% 1.05[0.81,1.37]
Subtotal (95% ClI) 187 188 ¢ 100% 1.05[0.85,1.29]

Total events: 90 (CBT), 87 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=2.88, df=4(P=0.58); 1>=0%
Test for overall effect: Z=0.44(P=0.66)

7.2.2 without assumption

A - Garety 2008 7/27 5/27 s 5.81% 1.4[0.51,3.87]
A-Haddock 1999 4/9 8/11 —T 8.37% 0.61[0.27,1.38]
A-Tarrier 1999 6/23 4/21 Tt 4.86% 1.37[0.45,4.19]
NA - Drury 2000 20/30 20/32 - 22.51% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 - 58.44% 1.05[0.81,1.37]
Subtotal (95% Cl) 186 187 * 100% 1.05[0.86,1.29]
Total events: 90 (CBT), 87 (OTHER PSYCHOSOCIAL) ‘

Heterogeneity: Tau?=0; Chi?=2.23, df=4(P=0.69); 1>=0% ‘

Test for overall effect: Z=0.49(P=0.63) ‘

Test for subgroup differences: Chi?=0, df=1 (P=0.97), I*=0% ‘ ‘ ‘ ‘ ‘

CBT 0.005 0.1 1 10 200 FAVOURS OTHER PSYCHOSOCIAL

Analysis 7.3. Comparison 7 SENSITIVITY ANALYSIS: CBT versus OTHER
PSYCHOSOCIAL THERAPIES (ASSUMPTION FOR MISSING DATA), Outcome 3 Mental
state: 1. General - clinically important change (no improvement) - medium term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

7.3.1 with assumption ‘

A - Bechdolf 2004 38/40 43/48 -i— 39.68% 1.06[0.94,1.2]
A - Durham 2003 18/22 21/23 —— 35.66% 0.9[0.71,1.13]
NA - Drury 2000 12/30 24/32 I — 24.67% 0.53[0.33,0.86]
Subtotal (95% Cl) 92 103 —l— 100% 0.84[0.58,1.23]

Total events: 68 (CBT), 88 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.09; Chi*=14.3, df=2(P=0); 1°=86.01%
Test for overall effect: Z=0.89(P=0.37)

7.3.2 without assumption

A-Bechdolf 2004 29/31 35/40 - 39.39% 1.07[0.92,1.24]
A-Durham 2003 18/22 17/19 —a— 35.51% 0.91[0.71,1.17]
NA - Drury 2000 12/30 24/32 —_— 25.1% 0.53[0.33,0.86]
Subtotal (95% Cl) 83 91 e 100% 0.85[0.58,1.24]

Total events: 59 (CBT), 76 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.09; Chi?=12.4, df=2(P=0); 1°=83.88%
Test for overall effect: Z=0.84(P=0.4)

Test for subgroup differences: Chi?=0, df=1 (P=0.98), I*>=0%
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Analysis 7.4. Comparison 7 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (ASSUMPTION
FOR MISSING DATA), Outcome 4 Mental state: 1. General - clinically important change (no improvement) - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
7.4.1 with assumption
A-Durham 2003 15/22 20/23 — 31.62% 0.78[0.57,1.09]
A - Garety 2008 9/27 9/28 L A— 6.82% 1.04[0.49,2.21]
A-Tarrier 1999 25/33 21/26 —— 43.04% 0.94[0.72,1.23]
NA - Sensky 2000 17/46 27/44 . — 18.52% 0.6[0.39,0.94]
Subtotal (95% Cl) 128 121 - 100% 0.82[0.67,1.01]
Total events: 66 (CBT), 77 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.01; Chi*=3.44, df=3(P=0.33); 1>=12.67%
Test for overall effect: Z=1.9(P=0.06)
7.4.2 without assumption
A - Durham 2003 15/22 16/19 — 31.78% 0.81[0.57,1.14]
A - Garety 2008 9/27 8/27 + 7.8% 1.13[0.51,2.48]
A-Tarrier 1999 18/23 17/21 —— 38.9% 0.97[0.72,1.3]
NA - Sensky 2000 17/46 27/44 e — 21.52% 0.6[0.39,0.94]
Subtotal (95% Cl) 118 111 - 100% 0.84[0.66,1.05]
Total events: 59 (CBT), 68 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.01; Chi*=3.78, df=3(P=0.29); 1>=20.71%
Test for overall effect: Z=1.55(P=0.12)
Test for subgroup differences: Chi*=0.01, df=1 (P=0.92), 1>=0% ‘ ‘ o
CBT 0507 1 15 2 FAVOURS OTHER PSYCHOSOCIAL

Comparison 8. SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (RISK OF BIAS)

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

1 Global state: 1. Relapse - medium term 2 Risk Ratio (M-H, Fixed, 95% Subtotals only
Cl)

1.1 with high risk of bias studies 2 150 Risk Ratio (M-H, Fixed, 95% 1.01[0.56,1.81]
Cl)

1.2 without high risk of bias studies 1 62 Risk Ratio (M-H, Fixed, 95% 1.4410.14, 15.10]
Cl)

2 Global state: 1. Relapse - long term 5 Risk Ratio (M-H, Fixed, 95% Subtotals only
Cl)

2.1 with high risk of bias studies 5 375 Risk Ratio (M-H, Fixed, 95% 1.05[0.85, 1.29]
Cl)

2.2 without high risk of bias studies 1 193 Risk Ratio (M-H, Fixed, 95% 1.05[0.81,1.37]
Cl)

3 Mental state: 1. General - clinically 2 Risk Ratio (M-H, Random, Subtotals only

important change (no improvement) - 95% Cl)

short term
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Outcome or subgroup title

No. of studies

No. of partici-
pants

Statistical method

Effect size

3.1 with high risk of bias studies 2 87 Risk Ratio (M-H, Random, 0.75[0.58, 0.99]
95% Cl)

3.2 without high risk of bias studies 1 28 Risk Ratio (M-H, Random, 0.58[0.28,1.18]
95% Cl)

4 Mental state: 1. General - clinically 3 Risk Ratio (M-H, Random, Subtotals only

important change (no improvement) - 95% Cl)

medium term

4.1 with high risk of bias studies 3 195 Risk Ratio (M-H, Random, 0.84[0.58, 1.23]
95% Cl)

4.2 without high risk of bias studies 1 45 Risk Ratio (M-H, Random, 0.90[0.71, 1.13]
95% Cl)

5 Mental state: 1. General - clinicallyim- 4 Risk Ratio (M-H, Random, Subtotals only

portant change (no improvement) - long 95% Cl)

term

5.1 with high risk of bias studies 4 249 Risk Ratio (M-H, Random, 0.82[0.67,1.01]
95% Cl)

5.2 without high risk of bias studies 1 45 Risk Ratio (M-H, Random, 0.78[0.57, 1.09]

95% Cl)

Analysis 8.1. Comparison 8 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL

THERAPIES (RISK OF BIAS), Outcome 1 Global state: 1. Relapse - medium term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.1.1 with high risk of bias studies ‘
A - Bechdolf 2004 13/40 16/48 l 92.61% 0.98[0.54,1.78]
NA - Valmaggia 2005 2/36 1/26 —‘-‘— 7.39% 1.44[0.14,15.1]
Subtotal (95% ClI) 76 74 ‘ 100% 1.01[0.56,1.81]
Total events: 15 (CBT), 17 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.1, df=1(P=0.75); 1>=0%
Test for overall effect: Z=0.03(P=0.97)
8.1.2 without high risk of bias studies
NA - Valmaggia 2005 2/36 1/26 —.— 100% 1.44[0.14,15.1]
Subtotal (95% CI) 36 26 ‘ 100% 1.44[0.14,15.1]
Total events: 2 (CBT), 1 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable
Test for overall effect: Z=0.31(P=0.76)
Test for subgroup differences: Chi?=0.08, df=1 (P=0.77), 1>=0%
‘0.005 011 1 £0 200‘

CBT

FAVOURS OTHER PSYCHOSOCIAL
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Analysis 8.2. Comparison 8 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL
THERAPIES (RISK OF BIAS), Outcome 2 Global state: 1. Relapse - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

8.2.1 with high risk of bias studies
A - Garety 2008 7/27 5/28 -t 5.69% 1.45[0.52,4.02]
A-Haddock 1999 4/10 8/11 — 8.83% 0.55[0.24,1.28]
A-Tarrier 1999 6/23 4/21 Tt 4.84% 1.37[0.45,4.19]
NA - Drury 2000 20/30 20/32 - 22.42% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 - 58.22% 1.05[0.81,1.37]
Subtotal (95% Cl) 187 188 * 100% 1.05[0.85,1.29]
Total events: 90 (CBT), 87 (OTHER PSYCHOSOCIAL) ‘
Heterogeneity: Tau?=0; Chi*=2.88, df=4(P=0.58); 1>=0% ‘
Test for overall effect: Z=0.44(P=0.66) ‘

|
8.2.2 without high risk of bias studies ‘
NA - Lewis 2002 53/97 50/96 . 100% 1.05[0.81,1.37]
Subtotal (95% Cl) 97 96 # 100% 1.05[0.81,1.37]
Total events: 53 (CBT), 50 (OTHER PSYCHOSOCIAL) ‘
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.36(P=0.72) ‘
Test for subgroup differences: Chi?=0, df=1 (P=0.99), I*=0% ‘ ‘ ‘ ‘ ‘

CBT 0.005 0.1 1 10 200 FAVOURS OTHER PSYCHOSOCIAL

Analysis 8.3. Comparison 8 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (RISK
OF BIAS), Outcome 3 Mental state: 1. General - clinically important change (no improvement) - short term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
8.3.1 with high risk of bias studies
A- Cather 2005 6/15 9/13 ——— 14.17% 0.58[0.28,1.18]
A-Tarrier 1999 22/33 22/26 B 85.83% 0.79[0.59,1.05]
Subtotal (95% CI) 48 39 P 100% 0.75[0.58,0.99]

Total events: 28 (CBT), 31 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.68, df=1(P=0.41); 1>=0%
Test for overall effect: Z=2.05(P=0.04)

8.3.2 without high risk of bias studies
A - Cather 2005 6/15 9/13 —.—— 100% 0.58[0.28,1.18]
Subtotal (95% CI) 15 13 ——e 100% 0.58[0.28,1.18]
Total events: 6 (CBT), 9 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable

Test for overall effect: Z=1.5(P=0.13)

Test for subgroup differences: Chi*=0.46, df=1 (P=0.5), I*=0%
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Analysis 8.4. Comparison 8 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (RISK OF
BIAS), Outcome 4 Mental state: 1. General - clinically important change (no improvement) - medium term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

8.4.1 with high risk of bias studies \

A - Bechdolf 2004 38/40 43/48 'i- 39.68% 1.06[0.94,1.2]
A -Durham 2003 18/22 21/23 —— 35.66% 0.9[0.71,1.13]
NA - Drury 2000 12/30 24/32 . — 24.67% 0.53[0.33,0.86]
Subtotal (95% Cl) 92 103 —~— 100% 0.84[0.58,1.23]

Total events: 68 (CBT), 88 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.09; Chi*=14.3, df=2(P=0); 1°=86.01%
Test for overall effect: Z=0.89(P=0.37)

8.4.2 without high risk of bias studies

A-Durham 2003 18/22 21/23 = 100% 0.9[0.71,1.13]
Subtotal (95% Cl) 22 23 ‘ 100% 0.9[0.71,1.13]
Total events: 18 (CBT), 21 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.92(P=0.36)
Test for subgroup differences: Chi*=0.07, df=1 (P=0.79), 1>=0% ‘ ‘ o

CBT 0507 1 15 2 FAVOURS OTHER PSYCHOSOCIAL

Analysis 8.5. Comparison 8 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (RISK
OF BIAS), Outcome 5 Mental state: 1. General - clinically important change (no improvement) - long term.

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

8.5.1 with high risk of bias studies

A -Durham 2003 15/22 20/23 — 31.62% 0.78[0.57,1.09]
A - Garety 2008 9/27 9/28 e L —— 6.82% 1.04[0.49,2.21]
A-Tarrier 1999 25/33 21/26 —i— 43.04% 0.94[0.72,1.23]
NA - Sensky 2000 17/46 27/44 e a— 18.52% 0.6[0.39,0.94]
Subtotal (95% CI) 128 121 S 100% 0.82[0.67,1.01]

Total events: 66 (CBT), 77 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0.01; Chi®=3.44, df=3(P=0.33); 1>=12.67%
Test for overall effect: Z=1.9(P=0.06)

8.5.2 without high risk of bias studies
A -Durham 2003 15/22 20/23 —.—— 100% 0.78[0.57,1.09]
Subtotal (95% CI) 22 23 - 100% 0.78[0.57,1.09]
Total events: 15 (CBT), 20 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable

Test for overall effect: Z=1.46(P=0.14)

Test for subgroup differences: Chi*=0.06, df=1 (P=0.81), 1>=0%
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Comparison 9. SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL THERAPIES (RANDOM EFFECT MODEL)

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

1 Global state: 1. Relapse 7 Risk Ratio (M-H, Random, 95% Cl) Subtotals only
(random effect model)

1.1 Short term 1 62 Risk Ratio (M-H, Random, 95% Cl) 0.72[0.05, 11.02]
1.2 Medium term 2 150 Risk Ratio (M-H, Random, 95% Cl) 1.00[0.56, 1.79]
1.3 Long term 5 375 Risk Ratio (M-H, Random, 95% Cl) 1.04[0.85,1.27]

Analysis 9.1. Comparison 9 SENSITIVITY ANALYSIS: CBT versus OTHER PSYCHOSOCIAL
THERAPIES (RANDOM EFFECT MODEL), Outcome 1 Global state: 1. Relapse (random effect model).

Study or subgroup CBT OTHER PSY- Risk Ratio Weight Risk Ratio
CHOSOCIAL
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

9.1.1 Short term ‘

NA - Valmaggia 2005 1/36 1/26 - B 100% 0.72[0.05,11.02]
Subtotal (95% CI) 36 2 —————— 100% 0.72(0.05,11.02]

Total events: 1 (CBT), 1 (OTHER PSYCHOSOCIAL)
Heterogeneity: Not applicable
Test for overall effect: Z=0.23(P=0.81)

9.1.2 Medium term ‘
A - Bechdolf 2004 13/40 16/48 l 93.87% 0.98[0.54,1.78]

NA - Valmaggia 2005 2/36 1/26 e 6.13% 1.44(0.14,15.1]
Subtotal (95% CI) 76 74 < 100% 1[0.56,1.79]

Total events: 15 (CBT), 17 (OTHER PSYCHOSOCIAL)
Heterogeneity: Tau?=0; Chi*=0.1, df=1(P=0.75); 1>=0%
Test for overall effect: Z=0(P=1)

9.1.3 Long term

A - Garety 2008 7/27 5/28 -1+ 3.87% 1.45[0.52,4.02]
A -Haddock 1999 4/10 8/11 —+ 5.68% 0.55[0.24,1.28]
A- Tarrier 1999 6/23 4/21 —— 3.21% 1.37[0.45,4.19]
NA - Drury 2000 20/30 20/32 - 29.55% 1.07[0.74,1.54]
NA - Lewis 2002 53/97 50/96 — 57.68% 1.05[0.81,1.37]
Subtotal (95% CI) 187 188 * 100% 1.04[0.85,1.27]
Total events: 90 (CBT), 87 (OTHER PSYCHOSOCIAL) ‘
Heterogeneity: Tau?=0; Chi*=2.88, df=4(P=0.58); 1>=0% ‘
Test for overall effect: Z=0.36(P=0.72) ‘
CBT 0.005 0.1 1 10 200 FAVOURS OTHER PSYCHOSOCIAL
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Table 1. Outcome categories

Category Description

General functioning These relate to meaningful changes in symptomatology and general clinical condition, recovery
and well-being.

Mental state These refer to presence or absence of symptoms of psychosis as well as continuous measures relat-
ing to characteristics of psychotic symptoms (e.g. preoccupation; conviction; frequency; duration;
intensity, loudness; perceived interference with daily living) and insight. Measures of general affect
are also considered (e.g. anxiety, depression, shame, hopelessness, anger; self-esteem) and symp-
tom-related affect measures (e.g. voice-related distress; delusional distress).The presence or fre-
quency of problematic behaviours are included (such as suicide attempts; deliberate self-harm; vi-
olence to others, etc) and functional and adaptive behaviours (e.g. increased coping strategies) .

Adverse outcomes All health interventions have the capacity for unintended and unwanted side effects. To-date there
has been a paucity of studies that have attempted to identify adverse effects of psychological ther-
apies. Such outcomes might include dependency, increased distress, increased family dysfunction
and disengagement from mental health services.

Service utilisation The measurement of service utilisation and functional outcomes may convey important infor-
mation regarding health economic benefits, as well as provide indirect markers of personal inde-
pendence. Such outcomes might include number of acute hospital or inpatient days, number of
acute hospital admissions or equivalent (e.g. home treatment/crisis team intervention; respite ad-
missions), changes in legal status under mental health legislation (Department of Health 1983),
changes in level of care (including accommodation type and intensity of service (Assertive Out-
reach Team versus Community Mental Health Team)).

Functional outcomes These outcomes might include changes in employment, occupational and educational status, lev-
el of received social security benefits or social welfare, perceived quality of life and level of social
functioning.

Pharmacological treatment These outcomes would include alterations in the degree of compliance with the prescribed med-

ication regimen, as well as alterations to the prescribed medication including changes in type of
medication and prescribed dosage. Unwanted side effects will also be assessed.

Economic outcomes These outcomes would include both the direct costs of CBT (e.g. costs relating to the provision of
therapy) and the indirect costs of CBT (e.g. reduction in medication, reduction in relapse, etc).

CBT: Cognitive behavioural therapy

Table 2. More detailed description of interventions in the included studies

Cognitive Behavioural Therapy Control therapy
No other ac- Experienced Well-defined ¢, ments Active Nonactive
tive thera- therapists CBT
pies
A - Bech- N + + CBT administered by trained psychiatrist or psy- Psychoedu-
dolf 2004 chologist. cation

CBT strategies included: formulation, guided re-
covery, symptom monitoring, exposure/focusing
strategies for managing voices, hypothesis/reality
testing, re-framing attributions, rational respond-
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Table 2. More detailed description of interventions in the included studies (continued)
ing, coping strategy enhancement, distraction

techniques, role play, anxiety management, de-
pression and self-esteem work, medication com-
pliance/motivational interviewing, schema work,
relapse prevention and keeping well strategies.

A- # ? # CBT included Key Working and Psychoeducation. Psychoed-

Buchkre- ucation re-

mer 1997 CBT not provided as a discrete psychological in- garding med-

tervention and it is not explicit whether the recipi- ication and

ents of the therapy established links between their structured

symptoms, thoughts and beliefs, and consequent free time ac-

distress or problem behaviour- tivity
Insufficient information provided regarding the ex-
perience of the therapists.

A - Cather v + + No indication other active therapies In the CBT Psychoedu-
2005 arm of the trial. cation

Treatment was delivered by nine therapists with
an average of 7.8 years (SD = 4.77) of experience
conducting CBT.

Well-defined CBT: cognitive restructuring, goal set-
ting and coping skills enhancement.

NA - Drury # ? N CBT included family engagement sessions + struc- Recreation
2000 tured activity + self-care skills. support,

leisure and

Insufficient information provided regarding the ex- social activi-

perience of the therapists. ties

CBT involved challenging and testing key beliefs.

A -Durham \/ \/ # The CBT was delivered by five clinical nurse spe- Supportive
2003 cialists with extensive professional experience of Psychothera-
severe mental disorder. All had completed a recog-  py
nised post-registration training on standard CBT.
All were registered as therapists with the British
Association of Behavioural and Cognitive Psy-
chotherapy (BABCP).

CBT included: initial emphasis on engagement, ed-
ucation and building a therapeutic alliance; func-
tional analysis of key symptoms, leading to a for-
mulation and problem list; development of a nor-
malising rationale for the patient’s psychotic expe-
riences; exploration and enhancement of current
coping strategies; acquisition of additional coping
strategies for hallucinations and delusions; and fo-
cus on accompanying affective symptomatology
using relaxation training, personal effectiveness
training and problem-solving as appropriate.

NA - Davis N ? # Content: The weekly 1-hour CBT group therapy in- supportive
2008 tervention includes presentation of didactic ma- group
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Table 2. More detailed description of interventions in the included studies (continued)

terial, exercises designed to apply didactic mater-
ial to participants' experiences at work and work
feedback. The weekly 30-45 minute individual CBT
sessions offer personalised application of group
material.

A - Garety \/ \/ Clinical psychologists employed full time on the Family Inter-
2008 trial, provided CBT for 96 individuals (72% of the vention
total).
A further 37 participants were seen by a mix of
doctoral clinical psychologists and nurses who had
received specialist training in CBT.
A CBT adherence protocol was used.
A- # N Group based intervention included thought Chal- Goal-Focused
Granholm lenging, Social Skills Training, and Problem-Solv- Supportive
2013 ing Training. Cognitive therapy was combined with  Contact
role-play practice of communication skills and
problem-solving training.
A - # \/ Group based intervention included thought Chal- Goal-Focused
Granholm lenging, Social Skills Training, and Problem-Solv- Supportive
2014 ing Training. Cognitive therapy was combined with ~ Contact
role-play practice of communication skills and
problem-solving training.
A - Had- N N CBT was provided by clinical psychologists with Supportive
dock 1999 expertise in CBT for psychosis. counselling
and Psychoe-
CBT involved formulation, guided discovery, ducation
symptom monitoring, exposure/focusing, hypoth-
esis/ reality testing reframing attributions and
coping strategy enhancement.
NA - Had- \/ \/ Therapists processed BABCP minimum standards Social activi-
dock 2009 for practice of CBT and were experienced at apply- ties therapy
ing CBT to psychosis.
A CBT adherence protocol was used.
Atherapy manual for each treatment was devel-
oped and audio tapes of sessions were assessed by
supervisors using the Cognitive Therapy Scale for
Psychosis.
NA - Jack- N N Authors reports that CBT was adapted from King- Befriending
son 2008 don and Turkington (1994), however, insufficient
detail is given with regard to specific procedures.
A - Jiang \/ ? CBT involves remediation of the participants' false Health educa-
2010 cognition; remediation of the harmful behaviour; tion
relaxation training; promote the participants get-
ting involved in recreational activities.
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Table 2. More detailed description of interventions in the included studies (continued)

NA - Kemp
1998

v

v

?

No indication of other active therapy in the CBT
arm of the trial.

The therapists were trained in cognitive-behav-
ioural psychotherapy. Regular supervision was un-
dertaken to ensure consistency with regard to the
delivery of the intervention.

Compliance therapy did not make explicit to links
between beliefs and affective states, rather beliefs
about medication and illness were identified and
explored.

Non-specific

counselling

A - Kling-
berg 2012

CBT involved case formulation, goal setting, home-
work assignments, role play. Focus on initiative
and planning, social activity, emotional participa-
tion and expression and speech activity.

CBT strategies designed specifically to reduce neg-
ative symptoms.

Cognitive Re-
mediation
therapy

A - Lecomte
2008

Content: The manual is built in 4 parts: (1) stress:
how it affects me; (2) testing hypotheses and look-
ing for alternatives, (3) drugs, alcohol, and how |
feel; and (4) coping and competence.

Group social
skill training

A- Levine
1998

Therapists were previously trained in inducing
"cognitive dissonance in person with paranoia".

CBT involved identifying relationships between be-
liefs and behaviours and generating alternative ex-
planations.

Insufficient information provided about the experi-
ence of the therapists.

Supportive
therapy

NA - Lewis
2002

All therapists were eligible for accreditation as
cognitive behaviour therapists by the BABCP.

CBT involved identifying relationships between be-
liefs and behaviours and generating alternative ex-
planations.

Supportive
therapy

A-Li2014

The trial protocol for using CBT to treat schizo-
phrenia was compiled in Chinese and based on the
principles and practice developed by Kingdon &
Turkington (2004).

Supportive
Therapy

A-Ma 2012

The CBT therapy referred to Kingdon D et. al's
(Kingdon 2005) CBT handbook. The CBT mainly in-
volves therapies for hallucination, delusion, neg-
ative symptoms or emotional symptoms, medica-
tion compliance and prevention of relapse.Trainee
CBT therapists conducted the CBT.

supportive
therapy
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Table 2. More detailed description of interventions in the included studies (continued)

NA-O'Don- +/ ? ? No indication of other active therapy in the CBT Non-specific
nell 2003 arm of the trial. counselling

insufficient details provided regarding the qualifi-
cations of the therapist.

Compliance therapy did not make explicit to links
between beliefs and affective states, rather beliefs
about medication and illness were identified and

explored.
A - Penn \/ \/ # The therapists included a clinical psychologist, a Enhanced
2009 psychiatrist, a social work graduate student, and supportive
doctoral students in clinical psychology with the therapy

equivalent of at least a Master's degree in psychol-
ogy.

Adherence measured by rating of audio taped ses-

sions.

CBT emphasised coping skills enhancement rather
than cognitive restructuring.

A - Pinto # ? + CBT arm included individual CBT + social skills Supportive
1999 training + standard care. therapy

Insufficient details provided regarding the qualifi-
cations of the therapists.

CBT emphasised the "disputation of irrational be-
lief relating to delusions and hallucinations as well
as reality testing".

NA - Sensky N N ? CBT conducted by experienced psychiatric nurs- Befriending
2000 es, who underwent recognised training in CBT, and

were registered as therapists by the United King-

dom Council for Psychotherapies.

The therapy including "developing a normaliz-
ing rationale, treating coexisting anxiety or de-
pression, and generating a shared case formula-
tion. Thereafter, specific techniques were used
with positive psychotic symptoms. Thereafter, So-
cratic questioning was used, and for grandiose

or systematised delusions, linked underlying be-
liefs were identified using inference chaining (the
downward arrow technique)".

A-Tarrier v v # The therapists were all clinical psychologists. Supportive

1999 counselling
CBT is described as including coping strategies,

problem-solving and relapse prevention. The de-
scription of CBT does not include establishing ex-
plicit links between beliefs and affective states.

NA - Turk- V ? + The CBT arm does not have any other active thera- Befriending
ington 2000 pies.
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Table 2. More detailed description of interventions in the included studies (continued)

insufficient details provided regarding the qualifi-
cations of the therapists.

CBT is described as "disputation of irrational belief
relating to delusions and hallucinations as well as
reality testing".

NA - Val- v v
maggia
2005

CBT was provided by psychologists specialising in
CBT and who were experienced in working with
patients with schizophrenia.

Treatment fidelity was assessed.

CBT "begins with an engagement phase empha-
sising collaboration and focuses upon delusional
distress. In the second phase a shared case formu-
lation is identified, specific techniques are used

for symptom and distress reduction. With audi-
tory hallucinations the aim is to change the be-
liefs about the origin, power and dangerousness of
voices. In delusions, the focus is on challenging the
dysfunctional beliefs and learning to make more
balanced conclusions. In the last phase of therapy,
treatment focuses on relapse prevention strate-
gies".

Supportive
counselling

A-Velligan N
2014

CBTp is a talk therapy designed to treat persistent Cognitive

symptoms of psychosis and the accompanying adaptation
distress. A 9-month treatment manual was devel- training
oped based upon Kingdon and Turkington and in-

cluded simple handouts and homework assign-

ments based on the work of Granhom et al. The fo-

cus of the sessions was on patient identified prob-

lems, particularly those that interfered with daily

functioning or were distressing, normalizing symp-

toms, and using CBT techniques to develop alter-

native explanatory models of event.

The CBT was delivered by experienced therapists.

A-Wittorf  + v
2010

In collaboration with the patient an individual Supportive
treatment plan including behaviour analysesises-  therapy
tablished and treatment goals are retrieved. This

process of a ease formulation should be complet-

ed until session 9. Afterward, specific cognitive

disputing strategies such as work on delusions

(e.g. debating persecutory delusions; testing be-

liefs), hallucinations (e.g. use of a voice diary; work

on reattribution with the patient's explanation

of voice hearing, and test it out), and cognitive

schemata (e.g. linking defectiveness schema to the

content of the voices; confronting the patient with

evidence that discredits the schema) are the cen-

tral part of the CBT.
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Table 2. More detailed description of interventions in the included studies (continued)
The CBT was conducted by 7 specifically trained

female clinical psychologists. A mixture of trainees
and experienced therapists.

NA-Li2015 ? ? ? The author did not state who delivered CBT Standard
psychologi-
the content of CBT includes: patients information cal support
and baseline condition was comprehensively col- + pharma-
lected and evaluated to pave the way for estab- cological
lishment of treatment plan. Towards hallucina- thera py

tion, reasonable explanation was developed with
patients to ease their anxiety; diary was kept for
voices they heard; individual coping strategy was
established. Similar process was followed to deal
with delusion. Therapists generally adopted the
process of identifying problem, establish a rational
explanation, reinforce correct perception

A-Li2015 ? ? ? Content: through analysis of underlying causes Family inter-
and developing problem-solving models to correct  vention or oc-
patients negative/problematic behaviour, as well cupational
as improving patients understanding of the con- therapy

dition. Re-build behavioural model that is benefi-
cial to patient cognitive ability, reduces social con-
flict, improve medication compliance and reduce
symptoms.

Delivered by: psychiatrists taking part in the
present study's institution.

A-Li2015b ? ? ? Content: three stages and each with distinctive Supportive
therapeutic goals. Therapy programme was devel-  therapy +
oped with clear focus of each stage and homework  pharmaco-
was allocated. Initially therapeutic relationship logical thera-
was established by investigating patients feeling py

towards illness stigma and their perception of the
illness. During second stage, CBT techniques were
employed to correct the misconception and to in-
cept positive thought model and coping strategy.
In final stage, previous learning was reinforced and
consolidated.

Delivered by: not stated.

\ = criteria fulfilled; # = criteria not fulfilled; ? = unclear.
BABCP: British Association of Behavioural and Cognitive Psychotherapy; CBT: Cognitive behavioural therapy

Table 3. Suggested design of study

Methods Allocation: randomised, fully explicit description of methods of randomisation and allocation con-
cealment.
Blinding: single, tested.
Setting: community rather than hospital.
Duration: 12 weeks treatment, and then follow-up to at least 52 weeks.

Participants Diagnosis: schizophrenia (ICD).
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Table 3. Suggested design of study (continueq)
N=300*
Age: adults.
Sex: both.

Interventions 1. Cognitive behaviour therapy + standard care. N = 150.
Content:

1. adiscrete psychologicalintervention, whichisin addition to, and separate from, other therapeutic
interventions (for example, behavioural family therapy) and

2. recipients establish links between their symptoms, thoughts and beliefs, and consequent distress
or problem behaviour and

3. the re-evaluation of their perceptions, beliefs or reasoning relating to the target symptoms; this
may include the re-evaluation of specific "inferential" beliefs or more global "evaluative" beliefs.

Delivered by: experienced therapists.

2. Other psychosocial therapy + standard care . N = 150.

Outcomes General: time to all-cause treatment failure marked by its discontinuation, relapse/rehospitalisa-
tion, general impression of clinician (CGl), career/other, compliance with treatment.
Mental state: BPRS and PANSS.
Global state: CGI (Clinical Global Impression).
Quality of life. QOL (Quality of Life Questionnaire).
Social functioning: return to everyday living for 80% of time*
Economic outcomes.

Notes * Powered to be able to identify a difference of © 20% between groups for primary outcome with
adequate degree of certainty.

BPRS: Brief Psychiatric Rating Scale; ICD: International Classification of Diseases; PANSS: Positive and Negative Syndrome Scale

APPENDICES

Appendix 1. Previous searches

1. Detail of previous searches

1.1 The Cochrane Schizophrenia Group's Register (January 2004) was searched using the phrase:

{[(*cogniti* AND (*behavio* or therap*)) OR (*cogniti* and (*technique* or *restructur* or *challeng*)) OR (*self* and (*instruct* or
*management* or *attribution*)) OR (*rational* and *emotiv*) in title, abstract, index terms of REFERENCE] or [Cognitive* in interventions
of STUDY]}

The Schizophrenia Groups trials register is based on regular searches of BIOSIS Inside; CENTRAL; CINAHL; EMBASE; MEDLINE and PsycINFO;
the hand searching of relevant journals and conference proceedings, and searches of several key grey literature sources. A full description
is given in the Group's module.

2. Details of previous searches:

2.1 Biological Abstracts (January 1980 - January 1998) was searched using the Cochrane Schizophrenia Groups search for randomised
controlled trials and schizophrenia (please see Cochrane Schizophrenia Group Module) combined with:

[and (COGNITIV* and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG*)) or
(ATTRIBUTION* or (SELF and (INSTRUCT* or MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*))]

2.2 CINAHL (January 1982 - January 1998) was searched using the Cochrane Schizophrenia Group's search for randomised controlled trials
and schizophrenia (please see Cochrane Schizophrenia Group Module) combined with:
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[and (COGNITIV* and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG")) or
(ATTRIBUTION* or (SELF and (INSTRUCT* or MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*)) or "COGNITIVE-
THERAPY"/ all topical subheadings / all age subheadings]

2.3 The Cochrane Library (Issue 2, 1998) CENTRAL Register was searched using the phrase:

[<me> COGNITIVE THERAPY or <me> PSYCHOTHERAPY RATIONAL EMOTIVE or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR*
or CHALLENG?)) or (SELF and ( INSTRUCT* or MANAGEMENT™* or ATTRIBUTION*)) or ATTRIBUTION* or (COGNITIV* and BEHAVIO* and
THERAP?*) or RET or ( RATIONAL and EMOTIV*)]

2.4 The Cochrane Schizophrenia Group's Register of Trials (August 1998) was searched using the phrase:

[(COGNITIV* and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG*)) or (ATTRIBUTION*
or (SELF and (INSTRUCT* or MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*)) or #42=142]

2.5 The Cochrane Schizophrenia Groups' Register of Trials (January 2001) was searched using the phrase:

[(COGNITIV* and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG*)) or (ATTRIBUTION*
or (SELF and (INSTRUCT* or MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*))]

This register now encompasses all other of the databases and many more (see Group Module).

2.6 EMBASE (1980 - January 1998) was searched using the Cochrane Schizophrenia Group's search for randomised controlled trials and
schizophrenia (please see Cochrane Schizophrenia Group Module) combined with:

[and (COGNITIV* and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG*)) or
(ATTRIBUTION* or (SELF and (INSTRUCT* or MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*)) or "COGNITIVE-
THERAPY"/ all subheadings]

2.7 MEDLINE (1966 - January 1998) was searched using the Cochrane Schizophrenia Group's search for randomised controlled trials and
schizophrenia (please see Cochrane Schizophrenia Group Module) combined with:

[and (COGNITIV* and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG*)) or
(ATTRIBUTION* or (SELF and (INSTRUCT* or MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*)) or "COGNITIVE-
THERAPY"/ all subheadings]

2.8 PsycLIT (1887 January 1998) was searched using the Cochrane Schizophrenia Group's search for randomised controlled trials and
schizophrenia (please see Cochrane Schizophrenia Group Module) combined with:

[and (COGNITIV* and BEHAVIO* and THERAP*) or explode "COGNITIVE-TECHNIQUES" or (COGNITI* and (TECHNIQUE* or THERAP* or
RESTRUCTUR* or CHALLENG*)) or (ATTRIBUTION™ or (SELF and (INSTRUCT* or MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL
near2 EMOTIV*)) or explode "RATIONAL-EMOTIVE-THERAPY" or explode "SELF-HELP-TECHNIQUES" or explode "INDIVIDUALIZED-
INSTRUCTION" or explode "SELF-INSTRUCTIONAL-TRAINING"]

2.9 SIGLE (1990 - January 1998) was searched using the Cochrane Schizophrenia Group's search for randomised controlled trials and
schizophrenia (please see Cochrane Schizophrenia Group Module) combined with:

[and (COGNITIV* and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG*)) or
(ATTRIBUTION* or (SELF and (INSTRUCT* or MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*))]

2.10 Sociofile (1980 - January 2001) was searched using the Cochrane Schizophrenia Group's search for randomised controlled trials and
schizophrenia (please see Cochrane Schizophrenia Group Module) combined with:

[and (COGNITIV* and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG*)) or
(ATTRIBUTION* or (SELF and (INSTRUCT* or MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*)) or explode
"PSYCHOTHERAPY"]

Searching other resources

1. Reference Lists
All references of included articles were searched for further relevant trials.

2. Authors
When appropriate, the first author of each of the included papers was contacted and additional published and unpublished materials
were requested.
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Appendix 2. Previous data collection and analyses

Data collection and analysis
Selection of studies

Three review authors (AM, DH & CAJ) independently inspected all identified citations. When disputes arose as to which category a citation
should be allocated, resolution was attempted by discussion. When this was not possible, we acquired the full article. Two review authors
(DH, CAJ) independently inspected all articles identified in this way. When disputes arose as to whether an article was indeed relevant to
this review, we attempted resolution by discussion. When this was not possible, we asked another review authors (Cl) to read the article and
decide. IR, AM and Cl reviewed 30% of the citations and articles, included and excluded by DH and CAJ, to check the use of inclusion criteria.

Data extraction and management
1. Extraction

Review authors DH and CAJ extracted data from all included studies. In addition, to ensure reliability, Cl independently extracted data from
arandom sample of these studies, comprising 10% of the total. We resolved disputes by discussion and adjudication from the other review
authors (AM, Cl and IC) if necessary. When it was not possible to extract data or if further information was needed, we attempted to contact
the authors. We extracted data presented only in graphs and figures whenever possible, but the data were included only if two review
authors independently had the same result. We attempted to contact authors through an open-ended request in order to obtain missing
information or for clarification whenever necessary. Where possible, we extracted data relevant to each component centre of multi-centre
studies separately.

2. Management
2.1 Forms

We extracted data onto standard, simple forms.

2.2 Scale-derived data

We included continuous data from rating scales only if:

a. the psychometric properties of the measuring instrument had been described in a peer-reviewed journal (Marshall 2000); and
b. the measuring instrument was not written or modified by one of the trialists for that particular trial; and

c. the measuring instrument was either i. a self-report or ii. completed by an independent rater or relative (not the therapist).

2.3 Endpoint versus change data

There are advantages of both endpoint and change data. Change data can remove a component of between-person variability from the
analysis. On the other hand, calculation of change needs two assessments (baseline and endpoint) which can be difficult in unstable and
difficult to measure conditions such as schizophrenia. We decided to primarily use endpoint data and only use change data if the former
were not available. We combined endpoint and change data in the analysis as we used mean differences rather than standardised mean
differences throughout (Higgins 2009 ).

2.4 Skewed data

Continuous data on clinical and social outcomes are often not normally distributed. To avoid the pitfall of applying parametric tests to non-
parametric data, we aimed to apply the following standards to all data before inclusion: a) standard deviations and means are reported in
the paper or obtainable from the authors; b) when a scale starts from the finite number zero, the standard deviation (SD), when multiplied
by two, is less than the mean (as otherwise the mean is unlikely to be an appropriate measure of the centre of the distribution, (Altman
1996); c) if a scale started from a positive value (such as Positive and Negative Syndrome Scale (PANSS) which can have values from 30 to
210), the calculation described above was modified to take the scale starting point into account. In these cases skew is present if 2 SD > (S-
S min), where S is the mean score and S min is the minimum score. Endpoint scores on scales often have a finite start and end point and
these rules can be applied. When continuous data are presented on a scale that includes a possibility of negative values (such as change
data), it is difficult to tell whether data are skewed or not. We planned to enter skewed data from studies of less than 200 participants in
additional tables rather than into an analysis. Skewed data pose less of a problem when looking at means if the sample size is large and
such data were entered into syntheses.

2.5 Common measure

To facilitate comparison between trials, we intended to convert variables that can be reported in different metrics, such as days in hospital
(mean days per year, per week or per month) to a common metric (e.g. mean days per month).

2.6 Conversion of continuous to binary

Where possible, efforts were made to convert outcome measures to dichotomous data. This could be done by identifying cut-off points on
rating scales and dividing participants accordingly into 'clinically improved' or 'not clinically improved'. It was generally assumed that if
there had been a 50% reduction in a scale-derived score such as the Brief Psychiatric Rating Scale (BPRS, Overall 1962) or the PANSS (Kay
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1987), this could be considered as a clinically significant response (Leucht 2005a; Leucht 2005b). If data based on these thresholds were
not available, we used the primary cut-off presented by the original authors.

2.7 Direction of graphs

Where possible, we entered data in such a way that the area to the left of the line of no effect indicates a favourable outcome for CBT.

2.8 Summary of findings table

We anticipated including the following short- or medium term outcomes in a 'Summary of findings' table.

1. Global state

1.1 Relapse
1.2 Rehospitalisation
1.3 Healthy days

2. Mental state

2.1 Improved to an important extent

3. Adverse effect

3.1 Any adverse event

4. Social functioning

4.1 Employed

5. Quality of life

5.1 Not improved to an important extent

Assessment of risk of bias in included studies

Two review authors (DH and CAJ) assessed risk of bias using the tool described in the Cochrane Handbook for Systematic Reviews of
Interventions (Higgins 2009). This tool encourages consideration of how the randomisation sequence was generated, how allocation was
concealed, the integrity of blinding at outcome measurement, the completeness of outcome data, selective reporting and other biases.
We excluded studies where sequence generation was at a high risk of bias or where allocation was clearly not concealed. If disputes arose
as to the correct category for a trial, this was resolved through discussion and adjudication by the other review authors (AM, Cl and IC) if
necessary. If this was not possible because further information was necessary, we intended not to enter the data but to allocate the trial
to the list of those awaiting assessment. Review authors were not blinded to the names of the authors, institutions, journal of publication,
or results of the trials.

Measures of treatment effect

We adopted P = 0.05 as the conventional level of statistical significance but we were especially cautious where results were only slightly
below this, and we reported 95% confidence intervals (Cl) in preference to P values.

1. Binary data

For binary outcomes, we calculated a standard estimation of the risk ratio (RR) and its 95% Cl. It has been shown that RR is more intuitive
(Boissel 1999) than odds ratios (OR) and that (OR) tend to be interpreted as RR by clinicians (Deeks 2000). For statistically significant results,
we had planned to calculate the number needed to treat to provide benefit /to induce harm statistic (NNTB/H), and its 95% Cl using Visual
Rx (http://www.nntonline.net/) taking account of the event rate in the control group, but this has been superseded by the Summary of
findings table 1.

2. Continuous data

For continuous outcomes, we estimated mean difference (MD) between groups. We preferred not to calculate effect size measures
(standardised mean difference SMD). However, had scales of very considerable similarity been used, we would have presumed there was
a small difference in measurement, and we would have calculated effect size and transformed the effect back to the units of one or more
of the specific instruments.

Unit of analysis issues
1. Cluster trials

Studies increasingly employ 'cluster randomisation' (such as randomisation by clinician or practice) but analysis and pooling of clustered
data poses problems. Firstly, authors often fail to account for intra-class correlation in clustered studies, leading to a 'unit of analysis' error
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(Divine 1992) whereby P values are spuriously low, Cls unduly narrow and statistical significance overestimated. This causes type | errors
(Bland 1997; Gulliford 1999).

Where clustering was not accounted for in primary studies, we had planned to present data in a table, with a (*) symbol to indicate the
presence of a probable unit of analysis error. In subsequent versions of this review we will seek to contact first authors of studies to
obtain intra-class correlation coefficients for their clustered data and to adjust for this by using accepted methods (Gulliford 1999). Where
clustering has been incorporated into the analysis of primary studies, we will present these data as if from a non-cluster randomised study,
but adjust for the clustering effect.

We have sought statistical advice and been advised that the binary data presented in a report should be divided by a 'design effect'.
This is calculated using the mean number of participants per cluster (m) and the intra-class correlation coefficient (ICC) [Design effect =
1+(m-1)*ICC] (Donner 2002). If the ICC is not reported it is assumed to be 0.1 (Ukoumunne 1999).

If cluster studies had been appropriately analysed taking into account ICCs and relevant data documented in the report, synthesis with
other studies would have been possible using the generic inverse variance technique.

2. Cross-over trials

A major concern of cross-over trials is the carry-over effect. It occurs if an effect (e.g. pharmacological, physiological or psychological) of
the treatment in the first phase is carried over to the second phase. As a consequence, on entry to the second phase, the participants
can differ systematically from their initial state despite a wash-out phase. For the same reason cross-over trials are not appropriate if the
condition of interest is unstable (Elbourne 2002). As both effects are very likely in severe mental illness, had we found any cross-over trials,
we planned to use only the data from the first phase of the study.

3. Studies with multiple treatment groups

Where a study involved more than two treatment arms, if relevant, we presented the additional treatment arms in the comparisons. Where
the additional treatment arms were not relevant, we did not report these data.

Dealing with missing data
1. Overall loss of credibility

At some degree of loss of follow-up, the findings of a trial must lose credibility (Xia 2009). We were forced to make a judgment where this
was for the very short term trials likely to be included in this review. We decided that if more than 40% of data were unaccounted for at
eight weeks, we would not reproduce these data or use them within analyses.

2. Binary

If attrition for a binary outcome was between 0% and 40% and outcomes of these people were described, we included these data as
reported. Where these data were not clearly described for the primary outcome, we assumed the worst for each person who was lost, and
for adverse effects, we assumed rates similar to those among patients who did continue to have their data recorded.

3. Continuous
3.1 Attrition

In the case where attrition for a continuous outcome was between 0% and 40% and completer-only data were reported, we have
reproduced these.

3.2 Standard deviations

We first tried to obtain the missing values from the authors. If not available, where there were missing measures of variance for continuous
data but an exact standard error (SE) and Cl were available for group means, and either 'P' value or 't' value were available for differences
in mean, we noted these, and in future versions of this review we will calculate them according to the rules described in the Cochrane
Handbook for Systematic Reviews of Interventions (Higgins 2009): When only the SE is reported, standard deviations (SDs) can be calculated
by the formula SD = SE * square root (n). Chapters 7.7.3 and 16.1.3 of the Cochrane Handbook for Systematic Reviews of Interventions (Higgins
2009) present detailed formula for estimating SDs from P values, t or F values, Cls, ranges or other statistics. If these formula do not apply,
we, in the future will calculate SDs according to a validated imputation method which is based on the SDs of the other included studies
(Furukawa 2006). Some of these imputation strategies can introduce error. The alternative would be to exclude a given study’s outcome
and thus to lose information. We will examine the validity of the imputations in a sensitivity analysis excluding imputed values.

3.3 Last observation carried forward

We anticipated that in some studies the method of Last Observation Carried Forward (LOCF) would be employed within the study report.
As with all methods of imputation to deal with missing data, LOCF introduces uncertainty about the reliability of the results. Therefore,
where LOCF data have been used in the trial, if less than 40% of the data had been assumed, we reproduced these data and indicated that
they are the product of LOCF assumptions.
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Assessment of heterogeneity

1. Clinical heterogeneity

We considered allincluded studies initially, without seeing comparison data, to judge clinical heterogeneity. We simply inspected all studies
for clearly outlying situations or people which we had not predicted would arise. When such situations or participant groups arose, these
were fully discussed.

2. Methodological heterogeneity

We considered all included studies initially, without seeing comparison data, to judge methodological heterogeneity. We simply inspected
all studies for clearly outlying methods which we had not predicted would arise. When such methodological outliers arose these were fully
discussed.

3. Statistical heterogeneity
3.1Visual inspection

We visually inspected graphs to investigate the possibility of statistical heterogeneity.

3.2 Employing the 12 statistic

Heterogeneity between studies was investigated by considering the 12 method alongside the Chi2 'P' value. The 12 provides an estimate
of the percentage of inconsistency thought to be due to chance (Higgins 2003). The importance of the observed value of I2depends on i.
magnitude and direction of effects and ii. strength of evidence for heterogeneity (e.g. 'P' value from Chi2 -test, or a Cl for 12). We interpreted
an 12 estimate greater than or equal to 75% accompanied by a statistically significant Chi2 statistic as evidence of substantial levels of
heterogeneity (Higgins 2009). When substantial levels of heterogeneity were found in the primary outcome, we explored reasons for
heterogeneity (Subgroup analysis and investigation of heterogeneity).

Assessment of reporting biases

Reporting biases arise when the dissemination of research findings is influenced by the nature and direction of results (Egger 1997). These
are described in section 10.1 of the Cochrane Handbook for Systematic Reviews of Interventions (Higgins 2009). We are aware that funnel
plots may be useful in investigating reporting biases but are of limited power to detect small-study effects. We did not use funnel plots for
outcomes where there were 10 or fewer studies, or where all studies were of similar sizes. In other cases, where funnel plots were possible,
we sought statistical advice in their interpretation.

Data synthesis

We understand that there is no closed argument for preference for use of fixed-effect or random-effects models. The random-effects
method incorporates an assumption that the different studies are estimating different, yet related, intervention effects. The random-
effects model takes into account differences between studies, even if there is no statistically significant heterogeneity. There is, however,
a disadvantage to the random-effects model. It puts added weight onto small studies which often are the most biased ones. Depending on
the direction of effect, these studies can either inflate or deflate the effect size.

Subgroup analysis and investigation of heterogeneity

1. Subgroup analyses

We anticipated subgroup analyses to test the hypothesis that CBT may be highlighted to have different effects when compared with:
1.1 Active versus non active control therapies

Active psychological treatments as opposed to inactive ones.

1.2 Rigorous criteria for diagnosing schizophrenia as opposed to more loose criteria

We defined 'rigorous' as involving operational criteria.

1.3 Rigorous criteria for describing CBT as opposed to a more loose description

We defined 'rigorous' as outlined this in Types of interventions.

1.4 People in first episode of illness versus those at a later stage of illness

For each of the above subgroups, we aimed to undertake the analysis for only the primary outcomes of this review or the nearest we could
find to them (see Types of outcome measures) and if data were available discussed the findings in the Effects of interventions..
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2. Investigation of heterogeneity

If inconsistency was high, this was reported. First, we investigated whether data had been entered correctly. Second, if data were correct,
we visually inspected the graph and studies outside of the company of the rest were successively removed to see if heterogeneity was
restored. When this occurred with no more than 10% of the data being excluded, we presented the data. If not, we did not pool data and
discussed the issues.

Where unanticipated clinical or methodological heterogeneity were obvious, we simply stated hypotheses regarding these for future
reviews or versions of this review. We did not anticipate undertaking analyses relating to these.

Sensitivity analysis
1. Implication of randomisation

We aimed to include trials in a sensitivity analysis if they were described in some way as to imply randomisation. For the primary outcomes,
we included these studies and if there was no substantive difference when the implied randomised studies were added to those with better
description of randomisation, then we used all the data from these studies.

2. Blinding

We aimed to include trials in a sensitivity analysis if they were described in some way that suggested they blinded for assessment of
outcome as opposed to not blinding at all. For the primary outcomes, we compared findings of blinded and non-blinded studies.

3. Well-defined CBT versus less-well-defined CBT

We aimed to include trials in a sensitivity analysis if they meet the criteria for 'well-defined' CBT as opposed to those studies that labelled
the therapy as CBT but either did not contain the 'inferential' and 'evaluative' component or who did not provide enough information for
this discrimination to be made (see Types of interventions). For the primary outcomes, we compared findings of well-defined CBT and
less-well-defined CBT.

Appendix 3. Changes from protocol to first version of the review
1. Methods from the protocol could not be implemented.
1.1 Trial search

For the trial search, we did not contact the first author of each of the included papers and requested additional published and unpublished
materials in the update review process.

1.2 Data extraction and management

For the data extraction and management, we did not encounter change data, therefore only endpoint data were used. We did not convert
continuous data to binary. We did not encounter data from cross-over or cluster-randomised controlled trials. The attrition rate was
between 0% to 40% in all studies with missing data, therefore, we included data as reported. Due to the sparse data, we did not test other
subgroup hypotheses excluding the subgroup "active" versus "non active" control analysis.

1.3 'Summary of findings' table

In the full review, we included short-term relapse and rehospitalisation, mental state: clinically important change, death, adverse event,
social function and long-term quality of life in our 'Summary of findings' table. We did not encounter any study reporting healthy days and
no improvement of quality of life.

FEEDBACK
Twitter comment, 11 November 2012

Summary

A twitter comment posted re Sensky trial data http://topsy.com/twitter/clinpsych_11?nohidden=1&offset=60&om=aaaaaa&page=7

Reply

Authors have amended review in response to this twitter.

Contributors

Twitter comment: Paul Hutton.

Author responding: Chris Jones.
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Feedback received, 14 June 2015

Summary
Rory Bryne provided feedback regarding possible errors in data extraction and trial selection for this review.
Reply

We would like to thank Rory Byrne for his feedback. The review authors are investigating these comments and will respond in full as soon
as possible. If necessary, they will amend the review. Please note, this review is currently being updated. Readers should be aware that
some results may change with the publication of this update.

Contributors

Feedback: Rory Byrne
Reply: Claire Irving, Managing Editor Cochrane Schizophrenia Group.

Full response to feedback (June 2015), 25 September 2015
Summary

The authors thank Rory for his feedback and have provided responses to individual comments below. Most of the data entry errors noted
by Rory have been corrected and these amendments have not substantially changed the review results or conclusions. Other comments
need further investigation and will be addressed in the update of this review which is underway.

Trials missed by searching

1. Comment: Failure to extract data from Lecomte 2008 (1) and Grawe 2006 (2). Both are favourable to CBT over control treatments, but
both are not even listed in excluded studies (not identified by reviewers?).

Author Response: Thank you for highlighting this issue - we will investigate this omission and check how they had been missed in the first
place to ensure completeness of the searches for the impending full update. Both these publications will be screened for inclusion/exclusion
in the forthcoming update.

Management of data

2. Comment: Reviewers did not impute missing values for relapse data for Bechdolf 2004 (3, 4), which goes against the review’s stated
methodology.

Author response: Data have been changed for outcome 1.23 rehospitalisationin outcome, and sensitivity analysis. This correction does not
make any substantive difference to the results or conclusions.

3. Comment: Relapse data for Tarrier 1999 looks wrong (5), in that long-term N for counselling is 29 but only 26 were randomised in original
study. Also unclear why reviewers did not use 3-month relapse data (zero in both groups) in their ‘short term outcome’.

Author response: the first issue is a typo that has been corrected. The short termrelapse data (zero in both groups) has been added and both
amendments do not make any substantive difference to the results or conclusions.

4. Comment: Unclear why Cochrane review did not use relapse or response rate data from Valmaggia 2005 (6) (data available on request).

Author response: data were embedded in a table and missed in data extraction. We have now added these data, no substantive difference
to results or conclusions.

5. Comment: Cochrane review ignores time spent in hospital as outcome, although suggests it will use this in protocol. This outcome
favours CBT in several publications.

Author response: the protocol stated it would use relapse and hospitalisation which is recorded as rehospitalisation in the review. Time spent
in hospital data are highly problematic and often impossible to synthesise but we will address this issue in the impending full update.

6. Comment: The review makes error with input of Lewis 2002 (7) relapse data, erroneously favouring CBT. It appears to use
rehospitalisation data for CBT, and relapse data for supportive counselling. Fixing this means the data are less favourable to CBT.

Author response: The data will be corrected to reflect that reported in Tarrier 2004 ( a follow-up study of Lewis 2002)

“Re-hospitalisation and relapse
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Data were available for 307 (99%) participants for hospital admission and 285 (92%) for relapse. Rates of re-hospitalisationwere: CBT,
33/101 (33%); supportive counselling, 31/106 (29%); treatment as usual, 37/102 (36%). Rates of relapse were: CBT, 53/97 (54.6%); supportive
counselling, 50/96 (52.1%); treatment as usual, 47/92 (51.1%). There was no clear differencein number or survival times (Cox’s regression) for
either re-hospitalisation or relapse between the groups.”

The final sample consisted of 309 participants, of whom 101 were allocated to CBT, 106 to supportive counselling and 102 to treatment as
usual. At the 18-month follow-up assessment, 225 patients (73% of those randomised) were interviewed: of these, 75 had received CBT, 79
supportive counselling and 71 treatment as usual.

7. Comment: Cochrane review also fails to use equivocal re-hospitalisation data from Lewis 2002 (7) and Sensky 2000
Author response: data in these papers have been checked, findings are below

1. Lewis 2002

Length of hospital admission, duration 42 to 70 days

“A secondary analysis was performed for length of index hospital admission. There was no difference between the treatment groups, with
median lengths of stay of 48 days for CBT, 53 for supportive counselling and 47 for routine care.” (Page 95)

Not used in review. Duration of hospitalisation data were not included in this review but will be added to subsequent editions of this review.
1.1 Tarrier 2004 ( is linked with Lewis 2002 in review as is an 18 month follow-up of Lewis 2002)

“Participant hospital data were available for assessment of re-hospitalisation in 307 (99% of the sample) and case notes for assessment of
relapse in 295 (95%). The median number of days until assessment (with interquartile range) was, for each group: CBT, 575 (IQR 557-616),
supportive counselling, 571 (557-617) and treatment as usual, 582 (554-640).” (Page 233)

Not used in review. Duration of hospitalisation data were not included in this review but will be added to subsequent editions of this review.

“Data were available for 307 (99%) participants for hospital admission and 285 (92%) for relapse. Rates of re-hospitalisationwere: CBT, 33/101
(33%); supportive counselling, 31/106 (29%); treatment as usual, 37/102 (36%).” (Page 234)

Used in review 1.23.6 re-hospitalisationlong term (please note that figures in the review have been corrected for intention-to-treat)

“Rates of relapse were: CBT, 53/97 (54.6%); supportive counselling, 50/96 (52.1%); treatment as usual, 47/92 (51.1%). There was no clear
differencein number or survival times (Cox’s regression) for either re-hospitalisation or relapse between the groups.” (Page 234)

Used in review 1.23.3 relapse long term (please note that figures in the review have been corrected for intention-to-treat)
1. Sensky 2000

No data regarding relapse or re-hospitalisationwere identified.

2.1 Turkington 2008 (linked with Sensky 2000 in review as is a 5 year follow-up to Sensky 2000)

“3.5. Hospitalisation results over 5 years

“There was no clear difference between the two groups available for study on the number of re-hospitalisations or total days spent in hospital.
There was a trend in favour of CBT (CBT total days hospitalised=1323, BF total days hospitalised=2947). The hospitalisation data were heavily
skewed. Analysis was undertaken using log transformation and then with non-parametric methodology. The actual number of patients
admitted was 26 (CBT=14, BF=12) with the total number of admissions being 41 (CBT=22, BF=19).” (Pages 4 and 5)

The following data should be added to 1.23.6 re-hospitalisationlong term
CBT Control: Sensky 2000 14/46 12/44
This will be add to the next review

7. Comment: extraction of re-hospitalisation data from Buchkremer 1997 (9) is suspect in Cochrane review. Unclear which groups they
extracted data from, or why (study had a complex design, and not clear how to categorise as CBT or control).

Author response: we agree this is a complex design. We had tried to be as fair as possible to these difficult data. We have now made things
more simple in that we have pooled groups 2 and 2a (CBT) and groups 1 and 1a for the control group. In doing this results and conclusions
are not substantively changed.
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Long term outcomes (one year) should be based on pooling group Il and group lla ((0.15*33)+(0.32*34))/(33+34)) for CBT and pooling group |
and group la ((0.31*32)+(0.27*35))/(32+35)) for OPT

Interpretation/Presentation

8. Comment: Medium-term non-response data are heterogenous (50%), but demonstrate a significant trend in favour of CBT (RR of non-
response 0.78 [0.61, 1.00], p=.047). Unclear why the Cochrane review reports this as ‘no difference’, and reports only the equivocal results
from long-term non-response rate data in the abstract.

Author response: We undertake no statistical test for trend. The reader states that there is a significant trend in favour of CBT. He may have
undertaken this statistical test but this is not routine in Cochrane reviews and for this outcome, being one of three focusing on this finding,
there is the danger of over analysing weak data. We note that in the 2012 version we state “As neither short-term or long-term effects for “no
important or reliable change” showed a clear effect it was considered appropriate to interpret this ambiguous finding (i.e., CI 0.61 to 1.00) as
non-significant. This conclusion is further supported by the observation that two of the three studies contributing to this effect did not show
significant results.” We recognise that readers may differ on this issue but it was one that was not ignored in the 2012 version.

9. Comment: In other Cochrane reviews (e.g., haloperidol review), effect sizes with wider confidence intervals were interpreted as
favourable but not statistically significant (e.g., haloperidol vs placebo: numbers leaving early at 6-24 weeks, 8 RCTS, RR 0.56 [0.30, 1.04]).
The wide confidence intervals in the CBT review probably reflect the limited number of studies and limited number of participants (i.e.,
low statistical power).

Author response: We recognise the need to be even-handed across all reviews. The Cochrane editors have noted this helpful comment and we
will encourage all authors to ensure that findings that are not falling within the conventional boundaries of statistical significance are noted
as such in the same way.

10. Comment: Failing to consider whether the results are robust to different statistical approaches: One way of reducing
heterogeneity is to examine whether it persists when different statistical methods are used (10). If we calculate the odds ratio for the
medium term non-response data, the results clearly favour CBT, and heterogeneity is 0% (OR of non-response 0.29 [0.13, 0.64]). This
translates to a numbers needed to treat of 5 (95% CI 3-25). [This figure does not include equivocal data from Valmaggia 2005 , or CBT-
favourable data from Lecomte 2008. The OR for the analysis with these studies included is 0.34 [0.19, 0.62], with an associated NNT of 7
(3- infinity)].

Author response: Thank you for pointing this out. This is one important result of many within the review. This one finding is clearly unstable
and it is important that this is considered when any additional data are added from the above studies in the impending full update.

11. Comment: Failure to include all relevant studies and failure to consider dose: The Cochrane review also fails to include long-term
data from Grawe 2006 in their analysis of long-term non-response rates. If we include this study, then the random-effects analysis begins
to favour CBT. The original RR of 0.84 [0.64, 1.09] becomes 0.79 [0.62, 1.01]. However heterogeneity is still substantial (48%) and significant
(p=0.10), meaning the studies might be too different to meaningfully combine in a meta-analysis. Indeed, removing the lowest dose study
(Tarrier 1999), leads to 0% heterogeneity and an estimate of 0.71 [0.57, 0.89], favouring CBT. The NNT for CBT in this analysis is 5 (3-14).
Moreover, the odds-ratio estimate favoured CBT regardless of whether we included Grawe 2006 or excluded Tarrier 1999 (original OR 0.54
[0.30, 0.96]).

12. Author response: Thank you for giving this consideration to the trials. As this trial has not yet been screened or data extracted by review
authors, this issue will be considered when any additional data are added from the above studies in the impending full update.
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Replies are above.

Contributors

Chris Jones (review author)
Clive Adams and Claire Irving: editorial team Cochrane Schizophrenia Group.

WHAT'S NEW

Date Event Description
4 June 2019 Amended Correction to article metadata; no impact on article content.
HISTORY

Protocol first published: Issue 9, 2010
Review first published: Issue 4,2012

Date Event Description

8 April 2019 Amended Minor spelling corrections made.

10 May 2017 New search has been performed Results of update searching added to review, 16 new trials added
to included studies table. New data added to analyses. Methods
and text updated.

10 May 2017 New citation required but conclusions New data do not change the overall conclusions from previous

have not changed versions of this review.

25 September 2015 Amended Author response added to feedback received June 2015. See
Feedback 3.

9 July 2015 Amended New feedback has been received (see Feedback).

20 March 2014 Amended Title changed to Cognitive Behavioural Therapy versus other psy-

chosocial treatments for schizophrenia

2 April 2013 Amended Outcomes from paper Turkington 2008 added to NA - Sensky
2000. Also see Feedback section.

17 April 2012 Amended Reference correction (Birchwood 2006).
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DIFFERENCES BETWEEN PROTOCOL AND REVIEW
For previous changes please see Appendix 3

For the 2018 update
1. Outcomes

The outcomes have been re-ordered to reflect the order of outcomes reported in the 'Summary of findings' table. We have separated global
state and general functioning outcomes for clarity. We have also made a post hoc decision regarding the importance of 'death' as a primary
outcome for psychological interventions. We feel evidence regarding the global state of participants and their satisfaction with treatment
are better outcomes by which to evaluate the effectiveness of CBT rather than an event that rarely occurs with psychological therapies.
Deathis now part of adverse events outcomes. We have also changed outcomes from 'no’ clinically important change to clinically important
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change to avoid the use of confusing double negatives. We have also used the longest follow-up time point available for presenting in the
'Summary of findings' table..

2. Interventions
We have renamed the control intervention from 'treatment as usual' to 'standard care'.

3. Methods update

We have updated the methods to reflect latest changes in Cochrane Schizophrenia's template.

4. Subgroup analyses

Dueto lack of data, we decided not to anticipate subgroup analysis for peoplein first episode of illness versus those at a later stage of illness.

The subgroup analyses for comparing CBT with active and inactive psychotherapies should not read 'versus' each other (as in previously
published protocol) but should read 'Active or non active control therapies'.

NOTES
None.
INDEX TERMS

Medical Subject Headings (MeSH)

Cognitive Behavioral Therapy [*methods]; Combined Modality Therapy [methods]; Patient Readmission [statistics & numerical data];
Quality of Life; Randomized Controlled Trials as Topic; Recurrence; Schizophrenia [mortality] [*therapy]; Schizophrenic Psychology;
Social Behavior

MeSH check words

Adult; Humans
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